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(54) Tide: CINNOUNE DERIVATIVES AND USE AS MEDICINE 
(57) Abstract 

The invention relates to the use of cinnollne derivatives [j ^^Ln^^\ 

of foimula (I), wherein Z represents -0-, -NH-. -S- or -CHis , ^JL ^ " 

m is an integer from 1 to 5; R' represents hydrogen, hydroxy. R Z ^"^"^ W 

halogcno, nitro, cyano, trifluoromethyl, Ci-jalkyl, Ci.aalkoxy, C|. 
salkylthio or NR^R'' (wherein R* and R', which may be the 
same or different, each represents hydiogen or Ci-salkyl); R^ 

represents hydrogen, hydroxy, fluoro, chloro, methoxy, ammo or ■ ■ . . 

nItro; R' represents hydroxy, halogcno, Ci.3^kyl, Ci.aalkoxy. Ci- _4x''*^^^x'*^--#N 
jalkanoyloxy, trifluoromethyl. cyano. amino or nitio; R^ represents ^ 
hydn>gen, hydroxy, halogeno, cyano. nitro, amino, trifluorosnethyl, 

Ci-salkyl or a group R*-X' (wherein X' represents -0-, -CHj-, -S-, -SO-, -SO2-. -NR*C0-, -CONR*-, -SOiNR'O-. NR^SOz- « -NR'*- 
(wherein R^ R', R"*. R'^ and R'^ each independently represents hydrogen. Cusalkyl or Ci.aalkoxy C2.3alkyl) and R^ is an opti<»ially 
substituted alkyt. caitocyclic or heterocyclic group which may be saturated or unsaturated and may be directly linked to the cmnoline ring 
or be linked via a catbon chain which may have heteroatom Unking groups within it and salts thereof, in the manufacture of a medicament 
for use in die production of an antiangiogenic and/or vascular permeability reducing effect in a warm-blooded animal such as a human being, 
processes for the preparation of such derivatives, pharmaceutical compositions containing a compound of fonnula (I) or a phaimaceuticalty 
acceptable salt tbueof as active ingredient and compounds of formula (I). The compounds of formula (I) and die phannaceutically acceptable 
salts thereof inhibit the effects of VEGF, a pr(^)etty of value in the treatment of a number of disease states including cancer and rheumatoid 
arthritis. 
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CINNOLINE DERIVATIVES AND USE AS MEDICINE. 



The present invention relates to the use of cinnoline derivatives in the manufacture 
of medicaments for use in the production of antiangiogenic and/or vascular permeability 
5 reducing effects in warm-blooded animals such as humans, to a method for the treatment of 
disease states associated with angiogenesis and/or increased vascular permeability, to certain 
such cinnoline derivatives for use in medicine and to certain cinnoline derivatives Eer se, 
processes for their preparation and pharmaceutical compositions containing them as active 
ingredient. 

1 0 Normal angiogenesis plays an imponant role in a variety of processes including 

embryonic development, wound healing and several components of female reproductive 
function. Undesirable or pathological angiogenesis has been associated with disease states 
including diabetic retinopathy, psoriasis, cancer, rheumatoid arthritis, atheroma, Kaposi's 
sarcoma and haemangioma (Fan et al, 1995, Trends Pharmacol. Sci. 16: 57-66; Folkman, 1995, 
1 5 Nature Medicine 1 : 27-3 1 ). Alteration of vascular permeability is thought to play a role in both 
normal and pathological physiological processes (CuUinan-Bove et al, 1993, Endocrinology 
133: 829-837; Senger et al, 1993, Cancer and Metastasis Reviews, 1 2: 303-324). Several 
polypeptides with in vitro endothelial cell growth promoting activity have been identified 
including, acidic and basic fibroblast growth factors (aPGF & bFGF) and vascular endothelial 
20 growth factor (VEGF). By virtue of the restricted expression of its receptors, the growth factor 
activity of VEGF, in contrast to that of the FGFs, is relatively specific towards endothelial 
cells. Recent evidence indicates that VEGF is an important stimulator of both normal and 
pathological angiogenesis (Jakeman et al, 1993, Endocrinology, 133: 848-859; Kolch et ai. 
1995, Breast Cancer Research and Treatment, 36:139-155) and vascular permeability (Connolly 
25 et al, 1989, J. Biol. Chem. 264: 2001 7-20024). Antagonism of VEGF action by sequestration 
of VEGF with antibody can result in inhibition of tumour growth (Kim et al, 1 993. Nature 362: 
841-844). 

Receptor tyrosine kinases (RTKs) are important in the transmission of biochemical 
signals across die plasma membrane of cells. These transmembrane molecules 
30 characteristically consist of an extracellular ligand-binding domain connected through a 

segment in the plasma membrane to an intracellular tyrosine kinase domain. Binding of licand 
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to ihe receptor results in stimulation of the receptor-associated tyrosine kinase activity which 
leads to phosphorylation of tyrosine residues on both the receptor and other intracellular 
molecules. These changes in tyrosine phosphorylation initiate a signalling cascade leading to a 
variety of cellular responses. To date, at least nineteen distinct RTK subfamilies, defined by 
5 amino acid sequence homology, have been identified. One of these subfamilies is presently 
comprised by the fms-like tyrosine kinase receptor. Fit or Fltl . the kinase insen 
domain-containing receptor. KDR (also refeired to as Flk-I ). and another fms-like tyrosine 
kinase receptor, Flt4. Two of these related RTKs, Fit and KDR. have been shown to bind 
VEGF with high affinity (De Vries et al, 1992, Science 255; 989-991; Terman et al. 1992. 
10 Biochem.Biophys. Res. Comm. 1992,187:1579-1586). Binding ofVEGF to these receptors 
expressed in heterologous ceils has been associated with changes in the tyrosine 
phosphorylation status of cellular proteins and calcium fluxes. 

European Patent Publication No. 0326330 discloses certain quinoline. quinazoline and 
cimioline plant fungicides. Certain of these plant fungicides are also stated to possess 
15 insecticidal and miticidal activity. There is however no disclosure or any suggestion that any of 
the compounds disclosed may be used for any purpose in animals such as humans. In 
particular, the European Patent Publication contains no teaching whatsoever concerning 
angiogenesis and/or increased vascular permeability mediated by growth factors such as VEGF. 
A number of further documents described hereinafter disclose cenain cinnoline 
20 derivatives, but none of these documents contain any teaching whatsoever concerning 

angiogenesis and/or increased vascular permeabilty mediated by growth factors such as VEGF. 
Thus J. Med Chem. ( 1995), 38(1 8), 3482-7 discloses 4-(3-bromoanilino)cimioline. J. Chem. 
Soc. C (1968), (9), 1 152-5 discloses 6-chloro^-phenoxycinnoline. J. Kamatak Univ.. Sci. 
(1984), 29, 82-6 discloses certain 4-anilinocinnolines and Indian J. Chem. (1973). 1 1(3), 211- 
25 1 3 discloses cenain 4-phenylthiocinnolines. All of these disclosed compounds were tested for 
physiological activity, but all except the two specifically named compounds below were found 
to be inactive in the tests employed. J. Kamatak Univ., ( 1 973), 1 8, 25-30 discloses certain 4- 
phenoxycinnolines some of which showed a little antimicrobial activity but none of which 
showed analgesic or antihistaminic activity. J. Kamatak Univ., Sci. (1984), 29, 82-6 discloses 
30 two compounds: 4-(4-methoxyanilino)-6.7-dimethoxycinnoline and 4-(3-chloroanilino)-6,7- 
dimethoxycimioline which were tested and were found to have some anti-inflammatorv and 
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antiarthritic activity. The papers and patents listed below describe the synthesis of certain 
cinnolines with a phenyl ring linked via a group selected from -0-, -S-. -NH- and -CH2- at the 
4.position: US 5,017,579, US 4,957,925, US 4,994,474, EP 0302793 A2, Arch Pharm 
(Weinheim) (1970), 303(7), 560-2. J. Med. Chem. (1968), IK 1270, Indian J. Chem. (1968), 
5 6(7), 350-2, J. Chem. Soc. C (1968), (9), 1 156-8. Yakugaku Zasshi (1968), 88(1), 94-7, J. Org. 
Chem. (1960), 25, 570. J. Org. Chem. (1952), 17, 1571-5, J. Org. Chem. (1953), 18. 1706-8, J. 
Org. Chem- (1954), 19. 1 1 17-23 and J. Am. Pharm. Assoc. (1959), 48, 135-9, but none of these 
papers and patents disclose any utility at all for the cinnolines they describe. 

The present invention is based on the discovery of compounds that surprisingly inhibit 
1 0 the effects of VEGF, a property of value in the treatment of disease states associated with 
angiogenesis and/or increased vascular permeability such as cancer, diabetes, psoriasis, 
rheumatoid arthritis, Kaposi's sarcoma, haemangioma, acute and chronic nephropathies, 
atheroma, arterial restenosis, autoimmune diseases, acute inflammation and ocular diseases 
with retinal vessel proliferation. Compounds of the present invention possess good activity 
15 against VEGF receptor tyrosine kinase whilst possessing some activity against epidermal 
growth factor (EGF) receptor tyrosine kinase. Furthermore, compounds of the present 
invention, possess substantially higher potency against VEGF receptor tyrosine kinase than 
against EGF receptor tyrosine kinase or FGF Rl receptor tyrosine kinase. Thus compounds of 
the invention which have been tested possess activity against VEGF receptor tyrosine kinase 
20 such that they may be used in an amount sufficient to inhibit VEGF receptor tyrosine kinase 
whilst demonstrating no significant activity against EGF receptor tyrosine kinase or FGF Rl 
receptor tyrosine kinase. 

According to one aspect of the present invention there is provided the use of a 
compound of the formula I: 

25 




30 



(I) 
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[wherein: 

Z represents -0-, -NH-. -S- or -CH,-: 
m is an integer from 1 to 5; 
5 R' represents hydrogen, hydroxy, halogeno, nitro. cyano. trifluoromethyL C,3alkyL C, ,alkoxy 
C.,alkyIthio or NR^R^ (wherein R^ and R\ which may be the same or different, each represents 
hydrogen or C,.3alkyl); 

R^ represents hydrogen, hydroxy, fluoro. chioro, methoxy, amino or nitro; 
R^ represents hydroxy, halogeno, C.aikyl, C.^alkoxy, C,,alkanoyioxy, trifluoromethyl. cyano, 
1 0 amino or nitro; 

R' represents hydrogen, hydroxy, halogeno, cyano. nitro. amino, trifluoromethyl. C.alkyl or a 
group R^-X' (wherein X' represents -0-. -CH,-, -S-. -SO-. -SO,-. -NR'CG-. -CONK'- - 
SO,NR'«.. -NR"SO,- or -NR"^- (wherein R'. R'. R'«. K" and R'-' each independently represents 
hydrogen. C,.,alkyl or C,.,alkoxyQ.,alkyl) and is selected from one of the following fourteen 
15 groups: 

1 ) C,.,alkyl, Ci.jhydroxyalkyl, Csfluoroalkyl, Ci.jaminoalkyl; 

2) C,,alkylX^COR" (wherein X^ represents -O- or NR- (in which R" represents hydrogen. C,, 
alkyl or C,., alkoxyC,.,alkyl) and R" represents C,.,alkyL NR"R" or OR" (wherein R". R" 
and R" which may be the same or different are each hydrogen. C,,alkyl or C,,alkoxyC, , alkyl), 

20 with the proviso that when X' is -0-,R'Ms not OR"); 

3) C,.,alkylX'R" (wherein X" represents -0-. -S-. -SO-. -SO,-, -OCO-. -NR"CO-. -CONR^"- - 
SO.,NR--. -NR"SO,- or -m"- (wherein R". R» R''. R- and R" each independemly 
represents hydrogen, C,,alkyl or C..,alkoxyC„alkyl) and R" represents hydrogen. C,.,alkyl. 
cyclopentyl, cyclohexyl or a 5 or 6 membered saturated heterocyclic group with one or two 

25 heteroatoms. selected independently from O, S and N, which C..,alkyl group may bear one or 
two substituents selected from oxo, hydroxy, halogeno and C^alkoxy and which cyclic group 
may bear one or two substituents selected from oxo, hydroxy, halogeno. C,,,alkyl. C,. 
^hydroxyalkyl and C^alkoxy); 

4) C,,alkylX'C,,alkylX^R'^ (wherein X' and X' which may be the same or different are each - 
30 O.. -S-, -SO-, -SO,-. -NR»CO-. -CONR» . -SO,NR-"-. -NR»SO,- or -NR«- (wherein R". R» 
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R-'. R-* and each independently represents hydrogen. C,.3alkyl or Ci.jalkoxyCj.jalkyl) and 
R^** represents hydrogen or C,.3alkyl); 

5) Ci.salkylR^" (wherein R^^ is a 5 or 6 membered saturated heterocyclic group with one or 
two heteroatoms, selected independently from O, S and N. which heterocyclic group may bear 

5 one or two substituents selected from oxo, hydroxy, halogeno. C.^alkyl, C, ^hydroxy alky 1 and 
Cj^alkoxy); 

6) CvjalkenylR^'' (wherein R'° is as defined hereinbefore); 

7) C,.jalkynylR^ (wherein R'° is as defined hereinbefore); 

8) (CH,)„R" (wherein n is an integer from 0 to 5 and R" is a phenyl group, a pyridone group 
10 or a 5 or 6 membered aromatic heterocyclic group with 1 to 3 heteroatoms selected from O. N 

and S. which phenyl, pyridone or aromatic heterocyclic group may carry up to 5 substituents 
selected from hydroxy, halogeno, C.^alkyl. C.^alkoxy, C.^ydroxyalkyl, C.^hydroxyalkoxy, 
carboxy, cyano. CONR^^R" and NR^COR" (wherein R^^ R'\ R^ and R", which may be the 
same or different, each represents hydrogen. C.^alkyl or C,.3alkoxyCj.,alkyl); 
15 9) C2.5alkenylR'' (wherein R^' is as defined hereinbefore); 

10) C,.5alkynylR^' (wherein R'' is as defined hereinbefore); 

1 1 ) C,.5alkylX*R" (wherein X* represents -0-, -S-. -SO-, -SO2-, -NR'*CO-, -CONR^'-, - 
SO,NR^\ -NR^'SO^. or -NR^^ (wherein R^^ R", R". R^' and R^« each independently 
represents hydrogen, C,.3alkyl or C,.,alkoxyC,.3alkyl) and R^' is as defined hereinbefore); 

20 1 2) C.vjalkenylX'R" (wherein X' represents -S-. -SO-, -SO,-. -NR"CO-, -CONR"**-. - 
SO,NR^V, -NR-SO,- or -NR«- (wherein R^', R«, R^\ R^^ and R^' each independently 
represents hydrogen. C,.3alkyl or C,.3alkoxyC,.3alkyl) and R^' is as defined hereinbefore); 

13) C,.5alkynylX'R'' (wherein X* represents -0-, -S-, -SO-, -SO,-, -NR^'CO-, -CONR''-. - 
SO,NR^»-, -NR^^SO,. or -NR^^ (wherein R^ R^', R«. R« and R'° each independently 

25 represents hydrogen, C,.3alkyl or C,3alkoxyC,.3alkyl) and R^' is as defined hereinbefore): 

14) C,.3aIkylX'C,.3aIkylR^' (wherein X' represents -0-, -S-, -SO-. -SO,-, -NR^'CO-, -CONR"- 
, -SO,NR"-, -NR^^SO,- or -NR«- (wherein R", R«, R" and R« each independently 
represents hydrogen, C,.3alkyl or C,.3alkoxyC2.3alkyl) and R^' is as defined hereinbefore))]: 
and salts thereof, in the manufacture of a medicament for use in the production of an 

30 antiangiogenic and/or vascular permeability reducing effect in a warm-blooded animal such as 
a human being. 
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According to a further aspect of the present invention there is provided a method for 
producing an antiangiogenic and/or vascular permeability reducing effect in a v.arm-blooded 
animal in need of such treatment which comprises administering to said animal an effective 
amoum of a compound of formula 1. as defined hereinbefore, or a pharmaceutically acceptable 

5 sail thereof. 

Z is advantageously -S-, preferably -0-, but especially -NH-. 

m is advantageously an integer from 2 to 5. preferably 2 or 3. especially 3. 

R' is advantageously hydrogen, hydroxy, C.alkyL C^alkoxy, amino, cyano, nitro or 

trifluoromethyl. 

10 R' is preferably hydr6gen, hydroxy, methyl, ethyl, methoxy or ethoxy. more preferably 
hydrogen, hydroxy, methyl or methoxy but especially methoxy. 
R' is advantageously hydrogen, hydroxy, fluoro. methoxy, amino or nitro. 
R' is preferably hydrogen, amino or nitro. but especially hydrogen. 

In one embodiment of the present invention R' represents hydroxy, halogeno. C,. 
1 5 ,alky 1, Cijalkoxy, trifluoromethyl. cyano. amino or nitro. 

Advantageously in another embodiment of the present invention one R' substituem 
is meta-hydroxy and the other one or more are each selected from halogeno. methyl and 
methoxy. 

In another embodiment of the invention the phenyl group bearing (R')„ is preferably 
20 of the formula II; 




R<i 



25 



wherein: 



(II) 



R" represents hydrogen, methyl, fluoro or chloro, preferably hydrogen, fluoro or chloro. 
especially fluoro; 

30 R" represents hydrogen, methyl, methoxy, bromo. fluoro or chloro: 
R' represents hydrogen or hydroxy, especially hydroxy; 
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R** represents hydrogen, fluoro or chloro, more preferably hydrogen or fluoro. especially 
fluoro. 

Preferably in another embodiment of the invention two R^subsiituents are halogeno. 
especially onho, ortho'- difluoro, and the other one or more are each selected from halogeno. 
5 hydroxy and methyl, more preferably from halogeno and methyl. 

More preferably in another embodiment of the invention the phenyl group bearing 
(R')m carries at least two substituents of which one is fluoro, especially onho-fluoro. 

In a particular aspect of the present invention, the phenyl group bearing {R\ is the 
2-fluoro.5-hydroxy-4-methylphenyl group, the 4-chloro-2-fluoro-5-hydroxyphenyi group, the 
1 0 4-bromo-2,6-difiuorophenyl group, the 4-chloro-2.6-difluorophenyl group, the 4-chloro-2- 
fluorophenyl group, the 4-chloro-3-hydroxyphenyl group, the 4-bromo-3-hydroxyphenyI 
group, the 3-hydroxy-4-methyl group or the 4-bromo-2-fluoro-5-hydroxyphenyl group. 

In a particularly preferred aspect of the invention the phenyl group bearing (R')^ is 
the 2-fluoro-5-hydroxy-4-methylphenyl group, the 4-chIoro-2-fluoro-5-hydroxyphenyl group, 
1 5 the 4-chloro-3-hydroxypheny 1 group, the 4-bromo-3-hydroxyphenyl group, the 3-hydroxy-4- 
methyl group or the 4-bromo-2-fluoro-5-hydroxy phenyl group. 
Conveniently X' represents -0-, -S-, -CH^-, -NR*CO-, -CONR'^-, -NR"SO.- or -NR"- 
(wherein R\ R\ R" and R'- each independently represents hydrogen. C,.,alkyl or C,. 
,alkoxy ethyl). 

20 Advantageously X' represents -0-, -S-. -NR'CO-. -NR"SO:- or -NR'^- (wherein R'. R" and 
R'- each independently represents hydrogen, Ct.jaikyl or C,.2aIkoxyethyl). 
Preferably X' represents -0-, -S-, -NR'CO- (wherein R* represents hydrogen or methyl) or 
NH. 

More preferably X' represents -O- or -NHCO-, especially -0-. 
25 Advantageously X^ represents -O- or -NR'*- (wherein R" represents hydrogen. C,.jalkyl or C,. 
^alkoxyethyl). 

Advantageously X' represents -0-, -S-, -SO-, -SO.-, -NR"CO-. -NR^^SO,- or -NR^'- (wherein 
R". R-^ and R" each independently represents hydrogen, C,.3alkyl or C,._,aIkoxyethyl). 
Preferably X^ represents -O-, -S-, -SO-, -SO,- or -NR"- (wherein R" represents hydrogen. C,. 
30 jalkyl or C,.2alkoxyethyl). 
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More preferably represents -O-. -S-. -SO-. -SO,- or -NR^V (wherein R" represents 
hydrogen. C,.,a]kyl or C,,alkoxyethyl), especially -O- or -NR^^ (wherein R" represents 
hydrogen or C,.jalkyl). 

Advantageously X' and X' which may be the same or different each represents -0-, -S-. -SO-. 
5 -SO,- or -NR^'- (wherein R^^ represents hydrogen, C.^.^alkyl or C,,,alkoxyethyl). 

Preferably X' and X' which may be the same or different each represents -0-. -S- or -NR"^- 
(wherein R-' represents hydrogen. C.^alkyl or Ci.^alkoxyethyl). 

More preferably X^ and X^ which may be the same or different each represents -O-. -S- or - 
NR-^- (wherein R-' represents hydrogen or C.^jalkyl). especially -O- or -NH-. 
10 Advantageously X* represents -0-. -S- or -NR^^ (wherein R^^ represents hydrogen. C,,alkyl 
or C,.,alkoxyethyl). 

Preferably X^ represents -O- or -NR^°. (wherein R^" represents hydrogen or C,,alkyl). 
Advantageously X' represents -0-. -S- or -NR«. (wherein R« represents hydrogen. C,,alkyl 
or Ci.jalkoxyethyl). 

1 5 Preferably. X' represents -O- or -NR^'- (wherein R« represents hydrogen or C,.,alky I). 

Advantageously X' represems -0-, -S- or -NR^°- (wherein R^° represents hydrogen. C,,alkyl 
or C,.2alkoxy ethyl). 

Preferably X' represents -O- or -NR'°- (wherein R^^ represents hydrogen or C,,alkyl). 

Advantageously X' represents -0-. -S- or -NR^'- (wherein R» represents hydrogen. C,, alky I 
20 orC,._,a!koxyethyl). 

Preferably X' represents -O- or -NR^'- (wherein R-^* represems hydrogen or C,.,alkyl). 

Conveniently R* is hydroxy, halogeno, nitro. trifluoromethyl. C,.3alkyl. cyano. 

amino or a group R^X' (wherein X' is as defined hereinbefore and R* is selected from one of 

the following fourteen groups: 
25 1 ) C,.5alkyl, C.^hydroxyalkyl, C. ^fluoroalkyl, C^.^aminoalkyl; 

2) C,.3alkylX-C0R'^ (wherein X" is as defined hereinbefore and R'^ represents C, ,alkyl. 
NR"R'^ or OR" (wherein R'^ R'^ and R" which may be the same or different are each C, 
.alkyl or C,.ialkoxyeihyi) with the proviso that when X- is -0-. R'* is not OR"); 

3) C:^aIkylX'R'* (wherein X' is as defined hereinbefore and R'* represents hydrogen. C. 

30 ^alkvL cyclopentyl, cyclohexyl or a 5 or 6 membered saturated heterocyclic group with one or 
two heteroatoms. selected independently from O, S and N. which C,.,aikyl group may bear 
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one or two substituents selected from oxo. hydroxy, halogeno and C,.,alkoxy and which cyclic 
group may bear one or two substituents selected from oxo. hydroxy, halogeno. C,.jalkyl. C, 
jhydroxyalkyl and C|.,alkoxy); 

4) C,.,,alkylX'C,.3alkylX^R-'' (wherein X' and X' are as defined hereinbefore and R" represents 
5 hydrogen or C,.jalkyl); 

5) Ci.jalkylR* (wherein R" is a 5 or 6 membered saturated heterocyclic group with one or 
two heteroatoms. selected independently from S and N. which heterocyclic group is linked 
to Ci.jalkyl through a carbon atom and which heterocyclic group may bear one or two 
substituents selected from oxo, hydroxy, halogeno. C,..alkyl, C.^hydroxyalkyl and C^alkoxy) 

10 or C^.^alkylR" (wherein R" is a 5 or 6 membered saturated heterocyclic group with one or 
two heteroatoms of which one is N and the other is selected independently from O. S and N. 
which heterocyclic group is linked to C,.,alkyl through a nitrogen atom and which 
heterocyclic group may bear one or two substituents selected from oxo, hydroxy, halogeno. 
C.^alkyl, CijhydroxyalkyI and C,.<alkoxy); 

1 5 6) Q^alkenylR" (wherein R" represents R« or R" as defined hereinbefore); 

7) C,.,alkynylR" (wherein R» represents R" or R" as defined hereinbefore); 

8) (CH,)„R'' (wherein n is an integer from 0 to 4 and R" is a phenyl group, a pyridone group 
or a 5 or 6 membered aromatic heterocyclic group with I to 3 heteroatoms selected from O, N 
and S. which phenyl, pyridone or aromatic heterocyclic group may be substituted as 

20 hereinbefore defined, advantageously substituted with up to 2 substituents as hereinbefore 
defined, more preferably substituted with one substituent selected from the group of 
substituents as hereinbefore defined); 

9) l-R"prop-l-en-3-yl or l-R"but-2-en-4-yl (wherein R" is as defined hereinbefore); 

10) I-R"prop-I-yn-3-ylor I -R"but-2-yn-4-yl (wherein R" is as defined hereinbefore); 
25 1 1) C,.,alkylX'R" (wherein X' and R" are as defined hereinbefore); 

12) I-(R"X')but-2-en-4-yl (wherein X' and R^' are as defined hereinbefore); 

13) l-(R"X')but-2-yn-4-yl (wherein X' and R" are as defined hereinbefore); 

14) C.,alkylX'C,,alkylR" (wherein X' and R" are as defined hereinbefore)). 

Advantageously R^ is hydroxy, halogeno. nitro. trifluoromethyl, C,.,alkyl, cyano, 
30 amino or a group R'-X' (wherein X' is as defined hereinbefore and R' is selected from one of 
the following fourteen groups: 
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1) C,.,alkyl, C^hydroxyalkyl. C.^fluoroaJkyl. C.^aminoalkyl; 

2) C.3alkyIX^C0R'^ (xvherein is as defined hereinbefore and R'^ represents C,,aJkyL 
NR"R'^ or OR" (wherein R'^ R'^ and R" which may be the same or different are each C, 
,alkyl or C.^jalkoxyethyl) with the proviso that when X' is -0-. R'' is not OR"); 

5 3) C.^alkylX'R" (wherein X^ is as defined hereinbefore and R'» represents C,.,aikyl. 
cyclopenlyL cyciohexyL pyrrolidinyl and piperidinyl which group is linked to X^ through a 
carbon atom and which C,.3alkyl group may bear one or two subslituents selected from oxo. 
hydroxy, halogeno and C,.,aJkoxy and which cyclopentyl. cyclohexyL pyrrolidinyl or 
piperidinyl group may cany one substituent selected from oxo, hydroxy, halogeno. Chalky]. 
1 0 C,.2hydroxyalkyl and C.^jalkoxy); 

4) C,.,alkylX^C,,alkylX'R^^ (wherein X^ and X^ are as defined hereinbefore and R^^ represents 
hydrogen or C,.3alkyl); 

5) C^alkylR" (wherein R" is a group selected from pyrrolidinyL piperazinyl. piperidinyl. 
l,3-dioxoian.2-yl. K3-dioxan-2-yI, U3-dithiolan-2.yl and l,3-dithian.2.yl. which group is 

1 5 linked to C.^alkyl through a carbon atom and which group may carry one or two substituents 
selected from oxo. hydroxy, halogeno, C,.,alkyK C.^hydroxyalkyl and C,,aIkoxy) or C 
.alkylR*" (wherein R"* is a group selected from morpholino. thiomorpholino. pyrrolidin-l-yl. 
piperazin-l -yl and piperidino which group may carry one or two substituents selected from 
0X0. hydroxy, halogeno. C,.jalkyl. C,.2hydroxyalkyi and C^alkoxy); 

20 6) C^.alkenylR'^' (wherein R*' represents R" or R*" as defined hereinbefore): 

7) C^^alkynylR*' (wherein R*' represents R^^ or R** as defined hereinbefore); 

8) (CH,)„R^' (wherein n is an integer from 1 to 3 and R^' is a pyridone group or a 5 or 6 
membered aromatic heterocyclic group with 1 to 2 heieroatoms selected from O. N and S, of 
which preferably one is N which pyridone or aromatic heterocyclic group may be substituted 

25 as hereinbefore defined, preferably substituted with one substituent selected from halogeno. 
C,.,alkyl, C,..alkoxy, C,., hydroxy alky I. C,.jhydroxyalkoxy, carboxy, cyano, CONR-R- and 
NR^COR" (wherein R", R^ R- and R^^ which may be the same or different, each 
represents hydrogen, C,.2alkyl or Ci.^alkoxyethyl)); 

9) l-R^'but-2-en-4-yl (wherein R" is as defined hereinbefore); 
30 1 0) I -R^'but-2-yn-4-yl (wherein R^' is as defined hereinbefore); 

1 1 ) C,.5alkylX*R^' (wherein X* and R'' are as defined hereinbefore); 
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12) I-(R^'X')but-2-en-4-yl (wherein X' and R'' are as defined hereinbefore); 

13) l-(R^'X')but-2-yn-4-yl (wherein X" and R'' are as defined hereinbefore); 

14) C,.5alkylX'C,.2alkylR'' (wherein X' and R^' are as defined hereinbefore)). 

Preferably R^ is hydroxy, halogeno. nitre, trifluoromethyl, Ci.jalkyi, cyano. amino or a 
5 group R'-X' (wherein X' is as defined hereinbefore and R* is selected from one of the 
following eight groups: 

1) Ct.jalkyL C^.jhydroxyalkyL C,,3fluoroalkyl, C.jaminoalkyl: 

2) 2-(3.3-dimethylureido)ethyl, 3-(3J-dimethyIureido)propyl, 2-(3-methyIureido)ethyl. 3-(3- 
methylureido)propyK 2-ureidoethyI, 3-ureidopropyL 2-(NJ^-dimethylcarbamoyloxy)ethyl. 3- 

10 (N,N-dimethylcarbamoyloxy)propyl, 2-(N-methylcarbamoyloxy)ethyl. 3-(N- 
methylcarbamoyloxy)propyK 2-(carbamoyloxy)ethyi. 3-(carbamoyloxy)propyI; 

3) C^.^alkylX^R" (wherein X' is as defined hereinbefore and R'* represents Ci.jalkyl. 
cyclopentyL cyclohexyl, pyrrolidinyi or piperidinyl which group is linked to X' through a 
carbon atom and which C,.2alkyl group may bear one or two substituents selected from 

15 hydroxy, halogeno and C,.2alkoxy and which cyclopentyl, cyclohexyK pyrrolidinyi or 

piperidinyl group may carry one substituent selected from oxo, hydroxy, halogeno, Ci.^alkyL 
C,.2hydroxyalkyl and C^^alkoxy); 

4) C,.3alkylX'C,.3alkylX'R^* (wherein X* and X' are as defined hereinbefore and R^^ represents 
hydrogen or Cj.^alkyl); 

20 5) C,.,alkylR" (wherein R" is a group selected from pyrrolidinyi, piperazinyl, piperidinyl. 
1.3-dioxolan-2-yl, I,3-dioxan-2-yl, 1.3-dithiolan-2-yl and 1 ,3-dithian-2-yl. which group is 
linked to C. ^alkyl through a carbon atom and which group may cany one substituent selected 
from oxo, hydroxy, halogeno, C,.,alkyK C,.3hydroxyalkyl and C,.,aIkoxy) or C^.^alkylR*^' 
(wherein R" is a group selected from morpholino, thiomorpholino, piperidino, piperazin-I-yl 

25 and pyrrolidin- 1 -yl which group may carry one substituent selected from oxo, hydroxy, 
halogeno, C,.,alkyl, Ci.jhydroxyalkyi and C,.2alkoxy); 

6) (CH,)„R^' (wherein n is an integer from 1 to 3 and R" is selected from a pyridone, pyridyl. 
imidazolyl, thiazolyl, ihienyl, pyridazinyl and triazolyl group preferably from a pyridone, 
pyridyl, imidazolyl, thiazolyl and triazolyl group, more preferably from a pyridone, pyridyl, 
30 imidazolyl and triazolyl group and R" may be substituted with one substituent selected from 
halogeno. C^^alkyl, C,,,alkoxy, C,.,hydroxyalkyl, Cp.^hydroxyalkoxy, carboxy, cyano. 
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CONR-R" and NR^COR- (wherein R- R- R« and R". which „,ay be the same or 
different, each represents hydrogen. C,,alkyl orC,.,aIkoxyC,,aikyi). nwre preferably 
substituted with one substiiuent selected from haiogeno. C,,alkyl. C,,alkoxv and cyano 
especially substituted with one substituen. selected from haiogeno. C,.,alkvl and cyano mo,^ 
5 especially substituted with one substituent selected from chloro. fluoro. meAvl and ethyl)- 

7) C,,alkylX'R'' (wherein X' and R" are as defined hereinbefore); 

8) ethylX'methylR^' (wherein X' and R" are as defined hereinbefore)). 

More preferably R' represents hydroxy, C,,alkyl, amino, or a group R'-X' (wherein 
X' is as defmed hereinbefore and R^ is methyl, ethyl, irifluoromethyl. 2,2.2-trifluoroethvl ^. 
10 hydroxyethyl. 3-hydroxypropyl. 2-methoxyethyl, 3-methoxypropyl. 2-(methvlsulphinvl)ethvl 

2-(methylsulphonyl)ethyl,2-(!iN-dimethylsulphamoyl)e.hyl.2-(N-methylsulphamovl)e,hv'| 
2-sulphamoylethyl. 2-(N,N-dimethylamino)ethyl. 3-(N,N-dimethylamino)propyl. 2- 
morpholinoethyl. 3-morpholinopropyl. 2-piperidinoethyl. 3-piperidinopropyl. 2-(piperazm-l- 
yDethyl, 3-(piperazin-I-yl)propyl, 2-(pyrrolidin-l-yl)ethyl. 3-(pyrrolidi„-l-yl)propvl (1 3- 
15 dioxolan-2-yl)methyl. 2.(I.3-dioxoIan-2.yl)ethyl. 2-(2-methoxyethylamino)e,hvl. 2-(2- 

hydroxyethylamino)ethyl.3-(2.methoxyethylamino)propyl,3-(2-hydroxye.hylamino)propyl. 
2-methylthia20l-4-ylmethyl, 2.acetamidothiazol-4-ylmethyl, l-methylimidazol-2-vlmethvl. ^- 
(imidazol-l-yDethyl. 2-(1.2.3-triazol-l-y|)ethyl. 2-(1.2.3-triazol-2-yl)ethyl. 2-(1.2.4-tria2ol-l- 
yl)ethyl. 2-(1.2.4-tria2ol-4-yl)ethyl, 4-pyridylmethyl. 2-(4-pyridyl)ethyl. 3-(4-pyridvl)propvl 
20 2-(4.pyridyloxy)ethyl, 2.(4-pyridylamino)ethyl, 2-(4-oxo-I.4-dihydro-l-pyridyl)ethyl or2- 
thiomorpholinoelhyl, 3.thiomorpholinopropyl. 2-(2-methoxyelhoxy)ethyl, 2-{4- 
methylpiperazin- 1 -yl)ethyl or 3-{4-methylpiperazin- 1 -yDpropy I). 

According to another aspect of the present invention there is provided a compound 
of the formula I as defined hereinbefore with the proviso that where m is 1. R^ is meta- 
25 hydroxy and with the further proviso that the compound of fonnula I is not 4-(2.6- 
dimethylphenoxy)-6.7.dimethoxycinnoline; and salts thereof, for use as a medicament. 

As indicated above for a compound of formula I. as defmed hereinbefore, and salts 
thereof, for use as a medicament: 

m is advantageously an integer from 2 to 5, preferably 2 or 3, especially 3; 
30 Z is preferably-NH-; and 



wo 97/34876 PCT/GB97/00650 

- 13 - 

preferably R' represents hydroxy, C,.3alkyl, amino, or a group R'-X' (wherein X' is as defined 
hereinbefore and R- is methyl, ethyl, trifluoromethyl, 2.2,2-trifluoroethyl, 2-hydroxyethyl. 3- 
hydroxypropyl. 2-methoxyethyl, 3-methoxypropyl, 2-(methylsuIphinyl)ethyl. 2- 
(methylsulphonyl)ethyL 2-(N,N-dimethyIsuiphamoyl)ethyL 2-(N-methylsuIphamoyl)ethyI. 2- 
5 sulphamoylethyl. 2-(N,N-dimethyiamino)ethy], 3-(N,N-dimeihylamino)propyl, 2- 

morpholinoethyj, 3-morpholinopropyI, 2-piperidinoethyI, 3-piperidinopropyL 2-(piperazin.l- 
yOethyl. 3-(pipera2in-l-yl)propyl, 2.(pyrrolidin-l-yl)ethyL 3-(pyrroIidin.I-yl)propyl, ( 1.3- 
dioxolan-2-yl)mediyl, 2-(I,3-dioxolan-2-yl)ethyl, 2-(2-methoxyethylamino)ethyl, 2-(2. 
hydroxyethylamino)eihyl, 3-(2-methoxyethylamino)propyl. 3-(2-hydroxyethylamino)propyL 
10 2-methylthia2ol-4-ylmethyl, 2-acetamidothia2ol-4.ylmethyI, I-methyIimidazol-2-yImethyl. 2- 
(imidazol-I-yi)ethyl, 2-(U2,3-tria2ol-l-yl)ethyK 2.(!,2,3-tria2ol-2-yl)ethyi, 2-(U2,4-tria2ol-]. 
yOethyi, 2-(K2.4-tria2ol-4-yl)ethyl. 4-pyridylmethyl, 2-(4.pyridyl)ethyl. 3.(4-pyridyl)propyi. 
2-(4-pyridyloxy)ethyl, 2-(4-pyridylamino)ethyl, 2-(4-oxo-l,4-dihydro-l-pyridyl)ethyl or 2- 
thiomorpholinoethyl, 3-thiomorphoIinopropyl, 2-(2-methoxyethoxy)ethyl, 2.(4- 
1 5 meihylpiperazin- 1 -yl)ethyl or 3-(4-methylpipera2in- 1 -yI)propyl). 

According to a further aspect of the present invention there is provided a compound 
of the formula I as defined hereinbefore with the proviso that where m is K is meta- 
hydroxy and with the further proviso that the phenyl group bearing {R^)„ is not 3,4- 
dimethylphenyl and that when the phenyl group bearing (R')„ is 2.5-dichlorophenyK 3.5- 
20 dichloropheny], 2.3-dichlorophenyl, 2,4-dichlorophenyl, 3.4.dichlorophenyl, 2.6- 

dichlorophenyl, 2.6-dimethylphenyI, 2-bromo-4-chlorophenyl, 4-bromo-2-chlorophenyK 2- 
bromo-4-methylphenyK 2-chloro-4-methylphenyl. 2-chloro.4-hydroxypheny], 3-chloro-4. 
hydroxyphenyl, 3,5-dichloro-4-hydroxyphenyl, 2.5-dichloro-4-hydroxyphenyl or 5-chIoro-2- 
methylphenyl, Z is -NH-; and salts thereof. 
25 According to a further aspect of the present invention there is provided a compound 

of the formula I as defined hereinbefore with the proviso that where m is 1, RMs meta- 
hydroxy and with the further proviso that the phenyl group bearing (R')„ is not 3,4- 
dimethylphenyl an¥that when the phenyl group bearing (R^), is 2,5-dichlorophenyi, 3.5- 
dichlorophenyl, 2.3 -dichlorophenyl, 2,4-dichIorophenyl, 3,4-dichlorophenyl, 2.6- 
30 dichlorophenyh 2.6-dimethyIphenyl, 3,4-dimethoxyphenyl. 2-bromo-4-chlorophenyl. 4- 
bromo-2-chlorophenyl. 2-bromo-4-methylphenyl. 2-chloro-4-methylphenyl. 2-chloro-4- 
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hydroxyphenyl. 3-chloro-4-hydroxyphenyl. 3,5-dichloro-4-hydroxyphenyl. 2.5-dichloro-4- 
hydroxyphenyl or 5-chloro-2-methylphenyl, Z is -NH-: and salts thereof. 

As indicated above for a compound of formula 1. as defined hereinbefore, and salts 

thereof: 

5 m is advantageously an integer from 2 to 5, preferably 2 or 3. especially 3: 
Z is preferably-NH-; and 

preferably R' represents hydroxy, C.^alkyl, amino, or a group R'-X' (wherein X' Is as defined 
hereinbefore and R' is methyl, ethyl. trinuoiX)methyl. 2.2,2-trifluoroethyl. 2-hydroxyethyl. 3- 
hydroxypropyl. 2-methoxyethyl, 3-methoxypropyl. 2-(methylsulphinyl)ethyl. 2- 
10 (methylsulphonyl)ethyl. 2-(bLM-dimethylsulphamoyl)ethyI. 2.(N-methylsulphamoyl)ethyl. 2- 
sulphamoylethyl. 2-(>l,H-dimethylamino)ethyl. 3-(EN-dimethylamino)propyl. 2- 
morpholinoethyl, 3-morpholinopropyL 2-piperidinoethyl. 3-piperidinopropyl. 2-(piperazin. I - 
yl)ethyl, 3.(piperazin-l-yl)propyl. 2-(pyrTolidin-l-yl)ethyl. 3-(pyrrolidin-l-yl)propyl. rl.3- 
dioxolan.2-yl)methyl, 2-(1.3-dioxolan-2.yl)ethyl. 2-(2-meihoxyethylamino)ethyl. 2^2- 
1 5 hydroxyethyiamino)ethyl, 3-(2-methoxyethylan,ino)propyl. 3-(2-hydroxyethylamino)propyl. 
2-methylthiazol-4-ylmethyl, 2-acetamidothiazol-4-ylmethyl, l-methylimidazol-2-ylmethyl. 2- 
(imidazol-l-yl)ethyl. 2-(I.2.3-triazol.l-yl)ethyl, 2-(K2,3-triazol-2-yl)ethyl. 2.(I.2.4-triazol-l- 
yl)cthyl, 2-(1.2,4-triazol-4-yl)ethyl. 4-pyridylmethyl. 2-(4-pyridyl)ethyl. 3-(4-pyridyl)p,opy|. 
2-(4-pyridyloxy)ethyl, 2-(4.pyridylamino)ethyl, 2-(4-oxo-1.4-dihydro-l-pyridyl)ethyl or 2- 
20 thiomorpholinoethyL 3-thiomorpholinopropyl. 2-{2-methoxyethoxy)ethyl. 2.(4- 
methylpipeiazin-l-yl)ethyl or 3-(4-methylpiperazin-l-yl)propyl). 

In a particular embodiment of the present invention there is provided the use of a 
compound of the formula la: 



25 




30 



(la) 
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[(wherein: 

Z* represents -0-, -NH-. -S- or -CH,-; 
ma is an integer from 1 to 5; 
5 R" represents hydrogen, hydroxy, halogeno. C,.,alkyl, C,.3aIkoxy, C,.3alkyhhio or NR'* R*" 
(wherein R'" and R^, which may be the same or different, each represents hydrogen or C, , 
alkyl); 

R^' represents hydrogen, hydroxy, fluoro, methoxy, amino or nitro; 
R'' represents hydroxy, halogeno, C,.3alkyK C,.3alkoxy, C,.3aJkanoyloxy, trifluoromethyl, 
1 0 cyano, amino or nitro; 

X" represems -O-, -CH,-, -S- or NR^' (wherein R'' represents hydrogen or C,., alkyl); 
R**' is selected from the following: 

1) C,.5alkyi. C,.,hydroxyaIkyl, C,.jfluoroalkyL C,.5aminoalkyl; 

2) C,,,alkylX^-COR'' (wherein X^' represents -O- or NR»' (in which R^ represents hydrogen. C,. 
1 5 3 alkyl or C,., alkoxyC2.3alkyl) and R'' represents NR'^R' " or OR''" (wherein R'^ R' and R'-" 

which may be the same or different are each hydrogen, C,.3alkyl or C,.,alkoxyC,.3alkyl) with the 
proviso that when X-' is -0-, R" is not OR'^*); 

3) C,.5alkylX''R'^' (wherein X'" represems -0-, -S-, -SO-, -SO,- or NR'^' (wherein R'^= is 
hydrogen, C,.3aikyl or C,.3alkoxyC,.3alkyl) and R'^' represents C,.3alkyl, cyclopentyl or 

20 cyclohexyl); 

4) C,,a]kylX^'C,,alkyIX^'R"- (wherein X^* and X*' which may be the same or different are 
each -0-. -S-, or NR'*' (wherein R'^ is hydrogen or C,.3alkyl) and R'^' represents hydrogen or 
C,.,alkyl); 

5) C,,alkylsuiphonylNR'''R'»* (wherein R"' and R'»- which may be the same or differem are 
25 each hydrogen, C,.3 alkyl or Ci.jalkoxyC^.jalkyl); 

6) C,.5alkylR"' (wherein R'" is a 5 or 6 membered saturated heterocyclic group with one or 
two heteroatoms, selected independently from O, S and N, which heterocyclic group may bear 
one or two substituents selected from halogeno. C.^alkyl, C„ hydroxy alky I and C.^alkoxy); 
and 

30 7) (CH,)„R'°* (wherein na is an integer from 0 to 5 and R^**' is a phenyl group or a 5 or 6 
membered aromatic heterocyclic group with 1 to 3 heteroatoms selected from O. N and S. 
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which phenyl or aromatic heterocyclic group may carry up to 5 substituents selected from 
halogeno. C.alkyl. C.^alkoxy. C.^ydroxyalkyl. C.^hydroxvalkoxy, carboxv cvano 
CONR-R^- and NR-COR- (whe,.,„ R-. R- and R- which may be the same or 
different, each represents hydrogen or C,.,a!kyl)],- 
5 and salts thereof in the manufacture of a medicament for use in the production of an 

antiangiogenic and/or vascular permeability reducing effect in a warm-blooded animal such as 
a human being. 

In a particular embodiment of the present invention there is provided a method for 
producing an antiangiogenic and/or vascular permeability reducing efTect in a warm-blooded 
10 animal in need of such treatment which comprises administering to said animal an effective 
amount of a compound of fotmula la. as defmed hereinbefore, or a pharmaceu.ically acceptable 
salt thereof. 

Z' is advantageously -S-, preferably -O-, but especially -NH-. 
ma is advantageously an integer from 2 to 5, preferably 2 or 3. especially 3. 
15 R'- is advantageously hydrogen, hydroxy, C,3alkyL C,3alkoxy or amino. 

R'* is preferably hydrogen, hydroxy, methyl, ethyl, methoxy or ethoxy, more preferably 
hydrogen, hydroxy, methyl or methoxy but especially methoxy. 
R'" is preferably hydrogen, amino or nitro. but especially hydrogen. 

In one embodiment of the presem invention R^' represents hydroxy, halogeno. C,. 
20 ,alkyl. C,.,alkoxy, trifluoromethyl. cyano. amino or nitro. 

Advantageously in another embodiment of the present invention one R'^ substituent 
is meta-hydroxy and the other one or more are each selected from halogeno, methyl and 
methoxy. 

In another embodiment of the invention the phenyl group bearing (R^\, is 
25 preferably of the formula llaa: 




30 

wherein: 



(Ilaa) 
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R" represents hydrogen, methyl, fluoro or chloro. preferably hydrogen, fluoro or chloro. 
especially fluoro; 

R*" represents hydrogen, methyl, methoxy, bromo. fluoro or chloro; 
R" represents hydrogen or hydroxy, especially hydroxy: 
5 R*" represents hydrogen, fluoro or chloro, especially fluoro. 

Preferably in another embodiment of the invention two R^'substituents are halogeno. 
especially ortho. ortho'- difluoro. and the other one or more are each selected from halogeno 
and methyl. 

In a particular aspect of the present invention, the phenyl group bearing (R^-)„, is the 
10 2-fluoro-5-hydroxy-4-methylphenyl group, the 4-chloro-2-fluoro-5-hydroxyphenyl group, the 
4-bromo.2,6-difluorophenyl group, the 4-chloro-2.6-difluorophenyl group or the 4-chloro-2. 
fluorophenyi group. 
X'' is preferably -0-. 

Conveniently R"*" is selected from one of the following seven groups: 
15 I ) Ci.jalkyl, C^.jhydroxyalkyJ. Cj.jfluoroalky I, C.jaminoalkyl; 

2) C,.3alkyiX^'C0R'" (wherein X^' represents -O- or NR>* (wherein R«* represems hydrogen. 
C,.3aJkyl or C^.^aikoxyeihyl) and R" represents NR'***R"* or OR'^ (wherein R'^R'" and R'-^ 
which may be the same or different are each C,.,alkyl or C,.,alkoxyethyl) with the proviso that 
when X^' is -0-. R'* is not OR'^*); 
20 3) C^aikylX^-R'^* (wherein X^' represems -O-. -S-. -SO-. -SO,- or NR'^' (wherein R'^^ is 
hydrogen. C,.3alky! or C,.,alkoxyethyl) and R'^- represents C.^alkyl, cyclopentyl or 
cyclohexyl); 

4) C,.,alkylX"C,,alkylX^-R"- (wherein X^' and X" which may be the same or different are 
each -O-, -S-. orNR'" (wherein R"- is hydrogen or C^allcyi) and R'" represents hvdroeen or 

25 C,.,alkyl); 

5) C.,alkylsulphonylNR"'R'" (wherein R'" and R"* which may be the same or different are 
each hydrogen. Ci.jalkyl or C,.,alkoxyethyl); 

6) C,,alkylR"' (wherein R"' is a 5 or 6 membered samrated heterocyclic group with one or 
two heteroatoms, selected independently from O, S and N, which heterocyclic group is linked 

30 to C,.5alkyl through a carbon atom and which heterocyclic group may bear one or two 
substituents selected from halogeno. C,.,alkyl, Chydroxyalkyl and C.^alkoxy) or C, 
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.alkylR^" (wherein R^" is a 5 or 6 membered saturated heterocyclic group with one or two 
heteroatoms of which one is N and the other is selected independently from O. S and N. which 
heterocyclic group is linked to C,,alkyl through a nitrogen atom and which heterocyclic group 
may bear one or two substituents selected from halogeno. C^alkyl, C,,hydroxyalk> 1 and C,. 
5 jalkoxy);and 

7) (CH,)..R»' (wherein na is an integer from 0 to 4 and R"" is a phenyl group or a 5 or 6 
membered aromatic heterocyclic group with 1 to 3 heteroatoms selected from O. N and S. of 
which preferably one is N. which phenyl or aromatic heterocyclic group may be substituted as 
hereinbefore defined, advantageously substituted with up to 2 substituents as hereinbefore 
1 0 defined, more preferably substituted with one substituent selected from the group of 
substituents as hereinbefore defined). 

Advantageously R" is selected from one of the following seven groups: 

1 ) C^alkyl. Cj^hydroxyalkyl, C,.,fluoroalkyl. C,.,aminoalkyl: 

2) C„alkylX^*COR'» (wherein X^" represents -O- or NR- (wherein R- represents hydrogen. 
15 Ci.^alkyl or C,.,alkoxyethyl) and R" represents NR'^-R'" or OR'-" (wherein R"".R"' and R'=' 

which may be the same or different are each C,.,alkyl or C,,alkoxyethyl) with the proviso that 
when X"" is -0-, R" is not OR"'); 

3) C.^alkylX^'R"" (wherein X^' represents -O-, -S-, -SO-. -SO;- or NR'^^ (wherein R'" is 
hydrogen. C,,alkyl or C,.,alkoxyethyl) and R"" represents C,,alkyl, cyclopentyl or 

20 cyclohexyl); 

4) C„alkylX-C,.,alkylX'*R"- (wherein X" and X'' which may be the same or different are 
each -0-, -S-. or NR"- (wherein R"- is hydrogen or C,,alkyl) and R'" represents hvdroEen or 
C.oalkyi); 

5) C,,alkylsulphonylNR"-R'- (wherein R'" and R'" which may be the same or different are 
25 each hydrogen, C^alkyl or C,.,alkoxyethyl); 

6) Ci^alkylR'" (wherein R"' is selected from pyrrolidinyl. piperazinyl. piperidyl. 1.3- 
dioxolan-2-yi. 1 .3-dioxan-2-yL 1.3-dithiolan-2-yl and 1.3-dithian-2-yl. such that R^"' is linked 
to CalkyI through a carbon atom) or C^alkylR"' (wherein R"' is selected from morpholino. 
pyiTolidin-l-yl, piperazin-l-yl and piperidino); and 

30 7) (CH,)„R^'" (wherein na is an integer from 1 to 3 and R'" is a 5 or 6 membered aromatic 
heterocyclic group with I to 2 heteroatoms selected from O. N and S. of which preferably one 



wo 97/34876 PCT/GB97/00650 

- 19- 

is N. which aromatic heterocyclic group may be substituted as hereinbefore defined, preferably 
substituted with one substiiuent selected from halogeno. C,.,alkyl. C^^alkoxy, C,.2hydroxyalkyI, 
C,.,hydroxyaikoxy, carboxy, cyano. C0NR^"R''" and NR"'COR^" (wherein R'", R'^ R^'» and 
R-'". which may be the same or different, each represents hydrogen or Ci.jalkyl)). 
5 Preferably R^* is selected from one of the following seven groups: 

1) Ci.jaJkyl. C2.3hydroxyaJkyl, C^jfluoroalkyl, C.^jaminoalkyl; 

2) 2-{3.3-dimethyiureido)ethyl. 3-(3,3 -dimethyl ureido)propyl, 2-(3.methylureido)ethyl, 3-(3. 
methylureido)propyl, 2-ureidoethyK 3-ureidopropyl, 2.(N,N-dimethylcarbamoyloxy)ethyl. 3- 
(N,N-dimethylcarbamoyloxy)propyl, 2-(N-methylcarbamoyioxy)ethyI. 3-(N- 

10 methylcarbamoyloxy)propyl, 2-(carbamoyloxy)ethyK 3-(carbamoyloxy)propyl; 

3) C,.3alky[X^'R''' (wherein X^* represents -S-, -SO-. -SO,- or NR'^' (wherein R'^' is 
hydrogen, C,.,alkyl or C,.jalkoxyethyl) and R"' represents C,.,alkyL cyclopeniyl or 
cyclohexyl); 

4) C^.^alkylX^^Q.^aikylX^^R"' (wherein X^' and X^» which may be the same or differem are 
15 each -0-. or -NH- and R'*' represents hydrogen or C,.,alkyl); 

5) C,.3alkyIsulphonylNR'^'R'>' (wherein R"" and R'«' which may be the same or different are 
each hydrogen or methyl); 

6) C,.,alkylR"' (wherein R"' is selected from pyrrolidinyK piperazinyl. piperidyl. 1.3- 
dioxolan-2-yL U3-dioxan-2.yI, U3-dithiolan-2-yl and l,3-diihian-2-yl, such that R^" is linked 

20 to C,.3alkyl through a carbon atom) or C3.3alkylR^' (wherein R^^» is selected from morpholino. 
piperidino, piperazin-l-yl and pyrrolidin-l-yl); and 

7) (CH2)„R^'*' (wherein na is an integer from I to 3 and R'*** is selected from pyridyl, 
imidazolyl, ihiazolyl, thienyl and pyridazinyl, preferably from pyridyl, imidazolyl and 
thiazolyl and R'"^ may be substituted with one subsiituent selected from halogeno. C,.,alkyl. 

25 C,,jalkoxy, C,.,hydroxyalkyK Cj.jhydroxyaikoxy, carboxy, cyano, CONR^'*R'-' and 
NR"'COR«' (wherein R^-, R"». R^^ and which may be the same or different, each 
represents hydrogen or C,,,alkyl), more preferably substituted with one substituent selected 
from halogeno, C,.,alkyl and cyano, especially substituted with one substituent selected from 
chloro, fluoro, methyl and ethyl). 

30 More preferably R'" represents methyl, ethyl, trifluoromethyl, 2J>.2-trifluoroethyL 2- 

hydroxyethyl, 3-hydroxypropyl. 2-methoxyethyI. 3-methoxypropyL 2-(methylsulphinyl)ethyl. 
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2-fmethylsulphony])ethyl.2-(N.N-dimeihylsulphamoy 

2-sulphamoylelhyI, 2.(N.N.dimethylainino)ethyl. 3-(N,N-dimethyIamino)propyl. 2- 
morpholinoethyl, 3-morpholinopropyL 2.piperidinoethyl. 3.piperidinopropyI. 2.(pipera2in-I. 
vDethyl. 3-(piperazm.l-yl)propyl. 2-(pyrrolidm-l.yl)ethyI, 3-(py,To]idin-l-y])propyI, 2-(1.3. 
5 dioxoIan-2-yl)methyL 3-(I,3.dioxolan-2-yl)ethyI. 2-(2-methoxyethylammo)ethyK 2-(2- 
hydroxyethyIamino)ethyI, 3.(2.methoxyethylamino)propyl. 3 
2-methyithiazoi-4-yImethyK I-meihylimidazoM-ylmethyl. 4-pyridyImethyI. 2-(4- 
pyridyl)ethyl or 3-(4-pyridyl)propyl. 

In a further embodiment of the present invention there is provided a compound of 
1 0 the formula la as defined hereinbefore with the proviso that where ma is 1 . R^^ is meta- 
hydroxy and with the further proviso that the compound of formula la is not 4-(2,6- 
dimethylphenoxy)-6.7-dimethoxycinnoline: and salts thereof, for use as a medicament. 

As indicated above for a compound of formula la. as defined hereinbefore, and salts 
thereof, for use as a medicament; 
15 ma is advantageously an integer from 2 to 5, preferably 2 or 3. especially 3; 
Z* is preferably-NH-; 
X'' is preferably -0-; and 

preferably R^* represents methyl, ethyl, trifluoromethyl, 2.2.2-trifluoroethyl, 2 -hydroxy ethyl. 
3-hydroxypropyL 2-methoxyethyL 3-methoxypropyl. 2.(methyIsulphinyl)ethyL 2- 
20 (meihylsulphonyl)ethyL 2-(N,N.dimethylsulphamoyl)ethyl. 2.(N-methylsuIphamoyl)ethyl. 2- 
sulphamoylethyl, 2-(N,N-dimethylamino)ethyK 3-ai.N.dimethylamino)propyh 2- 
morpholinoethyl, 3-morpholinopropyl, 2-piperidinoethyL 3-piperidinopropyl. 2.(pipenizin-I- 
yOethyl. 3-(piperazin.l.yl)propyl, 2-(pyrrolidin-l-yl)ethyI, 3-{pyrTolidin-l.yl)propyl, (1.3- 
dioxolan-2-yl)methyl. 2-(l.3-dioxolan.2-yl)ethyK 2^2-methoxyethylamino)ethyL 2-(2- 
25 hydroxyethylamino)ethyl. 3-(2-methoxyethylamino)propyL 3.(2-hydroxyethylamino)propyi. 
2-methyIthia2ol-4-ylmethyK l-meihylimida2ol-2-ylmethyl. 4-pyridylmethyl, 2.(4- 
pyridyl)ethyl or 3-(4-pyridyl)propyI. 

In a further embodiment of the prcsem invention there is provided a compound of 
the formula la as defined hereinbefore with the proviso that where ma is 1, R^' is meta- 
30 hydroxy and with the further proviso that the phenyl group bearing (R^')^, is not 3.4- 
dimethylphenyl and that when the phenyl group bearing (R-)„, is 2.5.dichlorophenyl. 3.5- 
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dichiorophenyl. 2.3-dichlorophenyJ, 2,4-dichlorophenyI. 3.4-dichIorophenyL 2,6- 
dichlorophenyl, 2,6-dimethylphenyL 2-bromo-4-chlorophenyK 4-bromo-2-chIorophenyl. 2- 
bromo-4-methylphenyl, 2-chIoro-4-methyiphenyI, 2-chloro-4-hydroxyphenyL 3-chloro-4- 
hydroxyphenyl, 3,5-dichloro-4-hydroxyphenyl. 2,5-dichIoro-4-hydroxyphenyl or 5-chIoro-2- 
5 methylphenvL is -NH-; and salts thereof. 

In a further embodiment of the present invention there is provided a compound of 
the formula la as defined hereinbefore with the proviso that where ma is U R^' is meta- 
hydroxy and with the further proviso that the phenyl group bearing (R^\, is not 3.4- 
dimethylphenyl and that when the phenyl group bearing (R'X. is 2.5 -dichiorophenyl, 3,5- 
10 dichiorophenyl 2,3-dichIorophenyK 2,4-dichlorophenyK 3.4-dichlorophenyl, 2,6- 

dichlorophenyl, 2,6-dimethylphenyl, 3,4-dimethoxyphenyl. 2-bromo-4-chlorophenyl, 4- 
bromo-2-chIorophenyl, 2-bromo-4-methylphenyl 2-chloro-4-methylphenyl, 2-chloro-4- 
hydroxyphenyL 3-chloro-4-hydroxyphenyl, 3,5-dichloro-4-hydroxyphenyL 2,5-dichloro-4- 
hydroxyphenyl or 5-chloro-2-methyIphenyl, Z" is -NH-: and salts thereof 
15 As indicated above for a compound of formula la, as defined hereinbefore, and salts 

thereof: 

ma is advantageously an integer from 2 to 5, preferably 2 or 3, especially 3; 
Z* is preferably-NH-; 
X'" is preferably -0-; and 

:0 preferably R'' represents methyl, ethyl, trifluoromethyl. 2.2,2-trifluoroethyi, 2 -hydroxy ethyl. 
3-hydroxypropyl 2-methoxyethyl, 3-methoxypropyL 2-(methylsulphinyl)ethyL 2- 
(methylsulphonyl)ethyK 2-(N,N-dimethylsuIphamoyl)ethyl, 2-(N-methyisulphamoyl)ethyL 2- 
sulphamoylethyl, 2-(N,N-dimethylamino)ethyI, 3-{Mil-dimethyIamino)propyi, 2- 
morphoiinoethyl, 3-morpholinopropyl, 2-piperidinoethyU 3-piperidinopropyl, 2-(piperazin- 1 - 

5 yOethyl, 3-(piperazin-l-yl)propyl, 2-(pyrrolidin-l-yl)ethyl, 3-(pyrroiidin-l-yl)propyL (1,3- 
dioxoian-2-yl)methyl, 2-(l,3-dioxolan-2-yl)ethyl, 2.(2.methoxyethylamino)ethyl, 2.(2- 

hydroxyethylamino)ethyl,3-(2-methoxyethylamino)propyl,3-(2.hydroxyethylamino)propyl. 
2-methylthiazoM-ylmethyl, I -methyl imidazoi-2-ylmethy I, 4-pyridylmethyl. 2-(4- 
pyridyOethyl or 3-(4-pyridyl)propyl. 

) In a further particular embodiment of the current invention there is provided a 

compound of the formula lb: 
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(lb) 

[wherein is hydrogen. C,,aJkoxy, prefembly methoxy , or halogeno. preferably chloro- 
10 R^'* is hydrogen; 
X'" is -Os 

R^^ is C,3alkyL 2-(C,,3alkoxy)ethyK benzyL 4.pyridyl(C,,alkyl). morpholino(C. 3alkvl). 
pyrrolidino{C,,aIkyl), 2-methylthiazol-4-yI(C,,alkylX l-methylimidazoI-2-yl(C,.alkyl) and 
2-((C,.3alkoxy)(C,.,alkoxy))ethyl; 
15 Z'^is-NH-or-0-; 
mb is 2 or 3; and 

the phenyl group bearing (R^^)^ is selected ftom: 3-hydmy-4-n,ethylphenyl. 4-chloro-2- 
nuorophenyl. 4-bromo-2-fluorophenyU 4-chloro-2-fluoro-5-hydroxyphenyl. 5-acetoxv-4- 
chloro-2-fluorophenyl. 2-nuoro-5-hydroxy-4-methylphenyl and 4-bromo.2-nuoro-5- 
20 hydroxyphenyl]; and salts thereof. 

ParticiUarly preferred compoimds of the present invention by virtue of their good 
activity against VEGF receptor tyrosine kinase activity and their lack of significant activitv 
against epidermal growth factor (EOF) receptor tyrosine kinase include: 

4-(4-chloro-2-fluoro.5.hydroxyanili„o)-6-methoxy.7-(2.methoxyethoxy)cinnoline, 

25 'K4-bromo-2-fluoro-5-hydroxyanilino)-6-methoxy-7-(2-methoxyethoxy)cinnoline. 

4-(2-fluoro-5-hydroxy-4-methylanilino)-6-methoxy-7-(2-n,ethoxyethoxy)cinnoline. 

4-(2-nuoro-5-hydroxy-4-n,ethyla„ilino)-6-n,ethoxy-7-(3-morpho!inopropoxy)cinnoline. 

4-(2-fluoro.5.hydroxy-4-methylanilino)-6-methoxy-7.[(2.methylthia2ol-4- 
y Omethoxy ] cinnol ine, 

30 4-(2-fluoro.5-hydroxy-4-methylanilino)-6-methoxy-7.[(l-methylimidazol-2- 
yl)methoxy]cinnoline. 
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and especially the salts thereof, particularly the hydrochloride salts thereof. 
Another particularly preferred compound is 4-(2-fluoro-5-hydroxy-4-methyIanilino)-6- 
methoxy-7-(3-pyrroIidinopropoxy)cinnoline especially the salts thereof, particularly the 
hydrochloride salts thereof 
5 Especially preferred compounds are: 

4-(4-chloro-2-fluoro-5-hydroxyanilino)-6-methoxy-7-(2-methoxyethoxy)cinnoline, 
4-(4-bromo-2-fluoro-5-hydroxyanilino)-6-methoxy-7-(2-methoxyethoxy)cinnoline. 
4-(2-fluoro-5-hydroxy-4-methylanilinoV6-methoxy-7-(2-methoxyethoxy)cinnoline. 
4-(2-fluoro-5-hydroxy-4-methylanilino)-6-methoxy-7-C3-morpholinopropoxy)cinnoline. 
10 4-(2-nuoro-5-hydroxy-4-methyIanilino).6-methoxy-7-[(2-methylthia2ol-4- 
yl)methoxy]cinnoline, 

4-(2-nuoro-5-hydroxy-4-methylanilino)-6-methoxy.7-(3-pyrroIidinopropoxy)cinnolineand 
especially the salts thereof, particularly die hydrochloride salts thereof. 

For the avoidance of doubt it is to be understood that where in this specification a 
1 5 group is qualified by 'hereinbefore defined* or 'defined hereinbefore' the said group 

encompasses the first occurring and broadest definition as well as each and all of the preferred 
definitions for that group. 

In this specification unless stated otherwise the tenn "aikyr* includes both straight and 
branched chain alkyl groups but references to individual alkyl groups such as "propyl" are 
20 specific for the straight chain version only. An analogous convention applies to other generic 
terms. Unless otherwise stated the term "alkyl" advantageously refers to chains with I -6 carbon 
atoms, preferably M carbon atoms. The term "alkoxy^' as used herein, unless stated otherwise 
includes "alkyl"-0- groups in which "alkyl" is as hereinbefore defined. The term ^^aryP* as 
used herein unless stated otherwise includes reference to a C^.oaryl group which may, if 
25 desired, carry one or more substituents selected from haiogeno, alkyl. alkoxy, nitro, 

trifluoromethyl and cyano, (wherein alkyl and alkoxy are as hereinbefore defined). The term 
''aryloxy-^ as used herein unless otherwise stated includes "aryl"-0-groups in which "an r' is as 
hereinbefore defined. The term ^'sulphonyloxy'^ as used herein refers to alky Isulphonyloxy and 
arylsulphonyloxy groups in which '*alkyl" and "aryl" are as hereinbefore defined. The term 
30 "alkanoyl" as used herein unless otherwise stated includes alkylC-0 groups in which "alkyl" is 
as defined hereinbefore, for example ethanoyl refers to CH,C-0. In this specification unless 
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stated chenvise the term "alkenyl" includes both straight and branched chain alkenvl «oups 
but references to individual alkenyl groups such as ^-butenyl are specific for the straight chain 
venion only. Unless otherwise stated the term "alkenyl" advantageously refers to chains with 
2-5 carbon atoms, pt^ferably 3-4 carbon atoms. In this specification unless stated other^vise the 
. term "alkynyl" includes both stmight and branched chain alkynyl groups but references to 
individual alkynyl groups such as 2-butyny| are specific for the sttaight chain version onlv 
Unless otherwise stated the term "alkynyl" advantageously refe« to chains with 2-5 carbon 
atoms, preferably 3-4 carbon atoms. 

In formula 1. as hereinbefore defined, hydrogen will be present at positions 3 and 8 of 
1 0 the cinnoline group. 

Within the present invention it is to be understood that a cimioline of the formula I or 
a salt theteof may exhibit the phenomenon of tautomerism and that the formulae drawings 
within this specification can represent only one of the possible tautomeric forms. It is to'be 
understood that the invention encompasses any tautomeric form which inhibits VEGP receptor 
1 5 tyrosine kinase activity and is not to be limited merely to any one tautomeric form utilised 
within the formulae drawings. 

It is also to be understood that certain cinnolines of the formula I and salts thereof 
can exist in solvated as well as unsolvated forms such as. for example, hydrated forms. I, is to 
be understood that the invention encompasses all such solvated forms which inhibit VEGF 
20 receptor tyrosine kinase activity. 

For the avoidance of any doubt, it is to be understood that when X' is. for example 
a group of fotTnula -NR'CO-, it is the niu-ogen atom bearing the R' group which is attached to 
the ciimoline ring and the carbonyl (CO) group is attached to R', whereas when X' is. for 
example, a group of formula -CONR'-, it is the carbonyl group which is attached to the 
25 cimioline ring and the nitrogen atom bearing the R' group is attached to R». A similar 

convention applies to the other two atom X' linking groups such as -NR"SO,- and -SCNR'"-. 
When X' is -NR'^ it is the nitrogen atom bearing the R'^ gmup which is linked to the 
cinnoline ring and to R'. An analogous convention applies to other groups. It is further to be 
understood that when X' represents -NR'^ and R'' is C,,alkoxyC,,alkyl it is the C,,alkvl 
30 moiety which is linked to the nitrogen atom of X' and an analogous convention applies to 
Other groups. 
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For the avoidance of any doubt, it is to be understood that in a compound of the 
formula 1 when R' is a group R'-X' and R' is, for example, a group of formula (CHO„R'', it is 
the terminal (CH>)„ moiety which is bound to X', similarly when R* is, for example, a group 
of formula C.^.^alkenylR^' it is the C^.^alkenyl moiety which is bound to X' and an analogous 
5 convemion applies to other groups. When R' is a group l-R"prop-l.en-3-yl it is the first 
carbon to which the group R^' is attached and it is the third carbon which is linked to X' and 
an analogous convention applies to other groups. 

The present invention relates to the compounds of formula I as hereinbefore defined 
as well as to the salts thereof. Sails for use in pharmaceutical compositions will be 
10 pharmaceuiicaily acceptable salts, but other salts may be useful in the production of the 
compounds of formula I and their pharmaceutical ly acceptable salts. Pharmaceutically 
acceptable salts of the invention may, for example, include acid addition salts of the compounds 
of formula I as hereinbefore defined which are sufficiently basic to form such salts. Such acid 
addition salts include for example salts with inorganic or organic acids affording 
15 pharmaceutically acceptable anions such as with hydrogen halides (especially hydrochloric or 
hydrobromic acid of which hydrochloric acid is panicularly preferred) or with sulphuric or 
phosphoric acid, or with trifluoroacetic, citric or maleic acid. In addition where the compounds 
of formula I are sufficiently acidic, pharmaceutically acceptable salts may be formed with an 
inorganic or organic base which affords a phannaceutically acceptable cation. Such salts with 
20 inorganic or organic bases include for example an alkali metal salt, such as a sodium or 

potassium salt, an alkaline earth metal salt such as a calcium or magnesium salt, an ammonium 
salt or for example a salt with methylamine, dimethylamine, trimethylamine. piperidine. 
morpholine or tris-(2-hydroxyethyI)amine. 

A compound of the formula I, or salt thereof, and other compounds of the invention 
25 (as hereinafter defined) may be prepared by any process known to be applicable to the 
preparation of chemically-related compounds. Such processes include, for example, those 
illustrated in European Patent Applications Publication Nos. 0520722, 0566226, 060285 1 and 
0635498. Such processes, are provided as a fijrther feature of the invention and are as 
described hereinafter. Necessary starting materials may be obtained by standard procedures of 
30 organic chemistry. The preparation of such starting materials is described within the 
accompanying non-limiting Examples. Alternatively necessary starting materials are 
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obtainable by analogous procedures to those illustrated which are within the ordinan' skill of ai 
organic chemist. 

Thus the following processes (a) to (g) and (i) to (v) constitute further features of the 
present invention. 
5 Synthesis of Compounds of Formula T 

(a) Compounds of the formula I and salts thereof may be prepared by the reaction of a 
compound of the formula HI: 



10 




(HI) 

15 (wherein R\ and are as defined hereinbefore and L' is a displaceable moiety), with t 
compound of the formula IV: 



20 



(IV) 

(wherein Z. R' and m are as defined hereinbefore) whereby to obtain compounds of the formula 
I and salts thereof A convenient displaceable moiety L' is. for example, a halogeno. alkoxy 

25 (preferably C.^alkoxy ), aryloxy or sulphonyloxy group, for example a chloro. bromo, methoxy. 
phenoxy, methanesulphonyloxy or toluene-4-sulphonyloxy group. 

The reaction is advantageously effected in the presence of either an acid or a base. 
Such an acid is. for example, an anhydrous inorganic acid such as hydrogen chloride. Such a 
base is. for example, an organic amine base such as. for example, pyridine. :.6-lutidine. 

30 collidine. 4-dimethylaminopyridine. triethylamine. moipholine. N-methylmotpholine or 
diazabicyclo[5.4.0)undec-7.ene. or for example, an alkali metal or alkaline eanh metal 
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carbonate or hydroxide, for example sodium carbonate, potassium carbonate, calcium 
carbonate, sodium hydroxide or potassium hydroxide. Alternatively such a base is. for 
example, an alkali metal hydride, for example sodium hydride, or an alkali metal or alkaline 
earth metal amide, for example sodium amide or sodium bis(trimethylsilyl)amide. The reaction 
5 is preferably effected in the presence of an inert solvent or diluent, for example an alkanol or 
ester such as methanol, ethanol. isopropanol or ethyl acetate, a halogenated solvent such as 
methylene chloride, trichloromeihane or carbon tetrachloride, an ether such as tetrahydrofuran 
or 1 .4-dioxan, an aromatic hydrocarbon solvent such as toluene, or a dipolar aprotic solvent 
such as N,N-dimethylformamide, N,N-dimethylacetamide. N.methyIpyrroIidin-2-one or 
10 dimethylsulphoxide. The reaction is conveniently effected at a temperature in the range, for 
example, 10 to 1 50°C, preferably in the range 20 to 80^*0. 

The compound of the invention may be obtained from this process in the form of the 
free base or ahematively it may be obtained in the form of a salt with the acid of the formula 
H-L' wherein L' has the meaning defined hereinbefore. When it is desired to obtain the free 
1 5 base from the salt, the salt may be treated with a base as defined hereinbefore using a 
conventional procedure. 

(b) Where the group of formula Ila: 



30 ^ ^\R^X 



(Ila) 

(wherein and m are as hereinbefore defined) represents a phenyl group cairying one or more 
hydroxy groups, a compound of the formula I and salts thereof can be prepared by the 
25 deprotection of a compound of formula V: 
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(V) 

(wherein m. R'. R\ R' and Z are as hereinbefore defined. P represents a phenolic hydroxv 
5 protecting group and p' is an integer from 1 to 5 equal to the number of protected hydroxy 
groups and such that m-p' is equal to the number of R' substituems which ate not protected 
hydroxy). The choice of phenolic hydroxy protecting group P is within the standard knowledge 
of an organic chemist, for example those included in standard texts such as "Protective Groups 
in Organic Synthesis" T.W. Greene and R.G.M.Wuts. 2nd Ed. Wiley 1991. including ethers 
10 (for example, methyl, methoxymethyl. allyl and benzyl), silyl ethers (for example. 

t-butyldiphenylsilyl and t-butyldimethylsilyl). esters (for example, acetate and benzoate) and 
carbonates (for example, methyl and benzyl). The removal of such a phenolic hydroxy 
protecting group may be effected by any of the procedures known for such a transfomtation. 
including those reaction conditions indicated in standard texts such as that indicated 
1 5 hereinbefore, or by a related procedure. The reaction conditions preferably being such that the 
hydroxy derivative is produced without unwanted reactions at other sites within the staning or 
product compounds. For example, where the protecting group P is acetate, the transformation 
may conveniently be effected by treatment of the cinnoline derivative with a base as defined 
hereinbefore and including ammonia, and its mono and di-alkylated derivatives, preferably in 
20 the presence of a protic solvent or co-solvent such as water or an alcohol, for example methanol 
or ethanol. Such a reaction can be eflfected in the presence of an additional inert solvent or 
diluem as defined hereinbefore and at a temperature in the range 0 to SO'C. conveniently at 
about 20''C. 

(c) Production of those compounds of formula I and salts thereof wherein the substituent 
25 R^ represents R^X' and X' is -0-. -S- or -NR"- (wherein R'^ is as hereinbefore defined) can be 
achieved by the reaction, conveniently in the presence of a base as defined hereinbefore, of a 
compound of the formula VI: 
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5 



HX 




'm 



(VI) 

(wherein m, X'. R\ R\ R\ and Z are as hereinbefore defined) with a compound of formula VII: 

10 



halogeno or sulphonyloxy group such as a bromo or methanesuiphonyloxy group. The reaction 
1 5 is preferably effected in the presence of a base (as defined hereinbefore in process (a)) and 
advantageously in the presence of an inert solvent or diluent (as defined hereinbefore in process 
(a)), advantageously at a temperature in the range, for example 10 to I50^C, conveniently at 
about 50**C. 

(d) Compounds of the formula I and salts thereof wherein the substituent R' represents R-- 
20 X' may be prepared by the reaction of a compound of the formula VIII: 



(VII) 



(wherein R*and L' are as hereinbefore defined); L' is a dispiaceable moiety for exampl< 



le a 



25 




(Vni) 



with a compound of the formula IX: 



30 



R^-X'-H 



(IX) 
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(Wherein L', R'. R^ R\ R\ m and X' are all as hereinbefore defined). The reaction may 
conveniently be effected in the presence of a base (as defined hereinbefore m process (a)) and 
advantageously in the presence of an inert solvent or diluent (as defined hereinbefore in process 
(a)), advantageously at a temperature in the range, for example 1 0 to 1 50<*C. conveniently at 
5 about lOO^'C. 

(e) Compounds of the formula I and salts thereof wherein R^ represents R^X' and R^ is 
Ci.jalkylR", [wherein R" is selected from one of the following four groups: 
1 ) X'°C,.3alkyl (wherein X'*» represems -0-, -S-. -SO,-, NR*'CO. NR^^SO, or NR*' (wherein 
R". R" and R" each independently represents hydrogen. Ci.^alkyl or C.^alkoxyC^oalkyl)); 
10 2) NR^«R^' (wherein R*» and R^Vhich may be the same or different are each hydrogen. C, 
jalkyl or C,.3alkoxyC,,3aIkyl); 

3) X"C..,alkyIX*R^^ (wherein X" is -O-. -S-, -SO,-. NR^^CO. NR^'SO^ or NR^^ (wherein R'", 
R" and R'^ each independemly represents hydrogen, Cp.^alkyl or C,.3alkoxyC.,alkyl) and X* 
and R--* are as defined hereinbefore); and 

15 4) an aromatic heterocyclic group selected from pyrrolyl, imidazolyl, pyrazolyl and triazolyl 
(which aromatic heterocyclic group is linked to the C,,alkyl moiety via a nitrogen atom of the 
heterocyclic ring and which aromatic heterocyclic group may carry up to 4 substituents 
selected from halogeno. C.^alkyl, C.^alkoxy, C,,hydroxyalkyI. C,,hydroxyalkoxy, carboxy. 
cyano, CONR"R- and NR'^COR^* (wherein R'\ R- R^^ and R\ which may be the same or 

!0 different, each represents hydrogen or C,,alkyl)), or a 5 or 6 membered saturated heterocyclic 
group with one or two heteroatoms. of which one is nitrogen and the other one may be 
selected independently from O. S and N, (which heterocyclic group is linked to the C^aikyl 
moiety via a nitrogen atom of the heterocyclic group and which heterocyclic group may bear 
one or two substituents selected from halogeno, C.^alkyl, C.^hydroxyalkyl and C.^alkoxy)], 

5 may be prepared by reacting a compound of the formula X: 
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(X) 



(wherein L', X'. R'. R^ R\ Z and m are as hereinbefore defined and R" is C,.,alkyl) with 
5 compound of the formula XI: 



R"-H (XI) 



(wherein R" is as defmed hereinbefore) to give a compound of the formula I. The reaction may 
10 conveniemly be effected in the presence of a base (as defined hereinbefore in process (a)) and 
advantageously in the presence of an inert solvent or diluent (as defined hereinbefore in process 
(a)), and at a temperature in the range, for example 0 to ISO'-C. conveniently at about SO'C. 

(f) The production of those compounds of the formula I and salts thereof wherein the 
substituent R' is represented by NR'R'. where one or both of R« and R' are C,,alkyl. may be 
1 5 effected by the reaction of compounds of formula I wherein the substituent R' is an amino 
group and an alkylating agent preferably in the presence of a base as defined hereinbefore. 
Such alkylating agents are C,.3alkyl moieties bearing a displaceable moiety as defined 
hereinbefore such as C^alkyl halides for example C,3alkyl chloride, bromide or iodide. The 
reaction is preferably effected in the presence of an inert solvent or diluent (as defined 
20 hereinbefore in process (a)) and at a temperature in the range, for example. 1 0 to I OCC. 
conveniently at about ambient temperature. This process can also be used for preparing 
compounds in which R'-X' is an alkylamino or dialkylamino group. 

(g) The production of compounds of formula I and salts thereof wherein one or more 
of the substituents R'. R' or R' is an amino group or where R^-X' is amino may be effected by 
25 the reduction of a corresponding compound of formula I wherein the substituent(s) at the 
corresponding position(s) of the cinnoline and/or phenyl ring is/are a niu-o group(s). The 
reduction may conveniently be effected as described in process (i) hereinafter. The 
prdduttion of a compound of formula I and salts thereof wherein the substituent(s) at the 
corresponding posiiion(s) of the cinnoline and/or phenyl ring is/are a nitro group(s) may be 
30 effected by the processes described hereinbefore and hereinafter in processes (a-e) and (i-v) 
using a cinnoline compound selected from the compounds of the formulae (I-XXVIIJ) in 
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which the subs.i,uent(s) at the corresponding position(s) of .he cim.oU„e and/or phenyl rino 
is/are a nitro group(s). 
Synthesis of Intentiprf;»tP, 

(i) The compounds of formula HI and salts thereof, constitute a funher feature of the 
5 present inyention. Such compounds in which L' is halogeno may for example be prepared bv 
halogenating a compound of the formula Xil: 



10 




(XII) 

(wherein R'. and R' are as hereinbefore defined). 
1 5 Conveniem halogenating agems include inorganic acid halides. for example thionyl 

chloride. phosphorusdIDchloride. phosphorus(V)oxychloride and phosphorus(V)chloride. Tl^e 
halogenation reaction is conyeniently effected in the presence of an inert solyen. or diluent such 
as for example a halogenated solvent such as methylene chloride, trichloromethane or carbon 
tetrachloride, or an aromatic hydrocarbon solyem such as benzene or toluene. The reaction is 

20 conyeniemly effected at a temperature in the range, for example lOto 1 50«>C. preferably in the 

range40to IOO**C. 

The compounds of formula XII and salts thereof which constitute a further feature of 
the present invention may for example be prepared by reacting a compound of the formula XIII: 

25 




30 



(XIII) 
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(Wherein R'. R^^ and L' are as hereinbefore defined) with a compound of the formula IX as 
hereinbefore defined. The reaction may conveniently be effected in the presence of a base (as 
defined hereinbefore in process (a)) and advantageously in the presence of an inert solvent or 
diluent (as defined hereinbefore in process (a)), advantageously at a temperature in the range, 
5 for example 10 to 150°C. conveniently at about 100°C. 

The compounds of formula XII and salts thereof may also be prepared by cyclising a 
compound of the formula XIV > 



R2 

10 



CH, 



N.- 



(XIV) 

(wherein R', and R' are as hereinbefore defined) whereby to form a compound of formula 
XII or salt thereof. The cyclisation may be conveniently effected in the presence of a mineral 
or organic acid, for exampje sulphuric acid, hydrochloric acid or acetic acid or a mixture 
thereof, preferably at a temperature in the range 20'C to lOCC. especially 50-80°C or if 
20 desired under pH-comrolled conditions, advantageously at a pH of 4.0 to 8.5. Preferably the 
pH of the solution is maintained within the range of 6.5 to 8.0. The desired pH is 
conveniently obtained by the use of an inert base or by the use of an aqueous solution of such 
a base. Bases which may be used include alkali metal bicarbonates, carbonates or hydroxides 
or organic amines such as for example pyridine or tertiary amines such as triethylamine. 
25 diisopropylethylamine. 2,6-lu,idine, collidine. 4-dimethylaminopyridine or methylmorpholine 
[for example as described in US Patent No. 4,620,000 (L.R. Denes) or DD 258809 (Hirsch et 

The compounds of formula XIV and salts thereof, which constitute a further feature of 
the present invention, may for example be prepared by diazotisation of a compound of the 
30 formula XV:- 
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(XV) 

(wherein R'. R' and R' are as hereinbefore defined). The diazo.isa.ion is conveniently 
1 0 effected by the use of an alkali metal nitrite, such as sodium nitrite, in the presence of a 
mineral acid such as hyd.t.chloric or sulphuric acid or in the presence of an organic acid such 
as acetic acid or in the presence of a mixture of such acids. The diazotisation is 
advantageously effected at a temperature in the range between the freezing point of the 
reaction mixture and 20°C. preferably from 0 to 2000. 
1 5 Preferably the compounds of formula XII are prepared by diazotisation and in situ 

cyclisation of (he resulting compound of fomiula XIV for example as described by Borsch W. 
and Herbert A. Annalen der Chemie. Volume 546, p293-303. 

Compounds of formula XV and salts thereof, which constitute a further feature of the 
present invention, may for example be prepared by reduction of the nitro group in a 
20 compound of formula XVI: 



R2 



25 




30 



(XVI) 
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(wherein R', and R* are as hereinbefore defined) 10 yield a compound of formula XV as 
hereinbefore defined or salt thereof The reduction of the nitro group may conveniently be 
effected by any of the procedures known for such a transformation. The reduction may be 
carried out. for example, by hydrogenaiion of a solution of the nitro compound in the presence 
5 of an inen solvent or diluent as defined hereinbefore preferably in the presence of a metal 
hydrogenation catalyst such as palladium or platinum. A fiirther reducing agent is, for 
example, an activated metal such as activated iron (produced for example by washing iron 
powder with a dilute solution of an acid such as hydrochloric acid). Thus, for example, the 
reduction may be effected by heating a mixture of the nitro compound and the activated metal 
10 in the presence of a solvem or diluent such as a mixture of water and alcohol, for example 
methanol or ethanol. to a temperature in the range, for example, 50 to I50°C, conveniently at 
about 70°C. 

Where the reduction is effected in the presence of activated iron, this is 
advantageously produced in situ, conveniently by the use of iron, generally iron powder, in the 
1 5 presence of acetic acid/water and preferably at about 1 OO^^C. 

The compounds of formula XVI and sahs thereof which constitute a further feature of 
the present invention may for example be produced by reacting a compound of formula XVII: 



t f « 



o 



(XVII) 

25 

(wherein R', R^ and L' are as hereinbefore defined) with a compound of foimula IX as 
hereinbefore defined to yield a compound of formula XVI as hereinbefore defined or salt 
thereof The reaction of the compounds of formula XVII and IX is conveniently effected under 
conditions as described for process (d) hereinbefore, 
30 Compounds of formula XVII and salts thereof may for example be prepared by 

nitration of a compound of the formula XVIII:- 
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(XVIII) 

5 (wherein R'. and L' are as hereinbefore defined) whereby to fom, a compound of formula 
XVIII as hereinbefore defined or a sal, thereof The nitration is conveniently effected in the 
presence of nitric acid which may be dilute or concentmted. but is preferably about 70% nitric 
acid. The nitration is conveniently effected at a temperature in the range 0 to 20°C. The 
nitration may also be effected in the presence of a Lewis acid catalyst such as tind V)chloride 

0 Where a Lewis acid catalyst is used the reaction is advantageously effected at a lower 

temperature, conveniently in the range -50 to 0°C. preferably at about -30°C. preferably in the 
presence of methylene chloride. 

The compounds of formula XVI. as defined hereinbefore, and salts thereof mav for 
example be prepared by nitration of compounds of the formula XVIII in which the L' moietv is 
) replaced by R'. The nitration is conveniently effected as described hereinbefore. 

The compounds of formula XIII. as defined hereinbefore, and salts thereof may for 
example be prepared fn,m compounds of the fonnulae XIV and XV, in which the group is 
replaced by the moiety L'. the reactions may be effected by processes as described above for 
the preparation of compounds of formula XII from compounds of fomiulae XIV and XV. 
Compounds of the formula XV in which the R' group is replaced by the moiety L' mav be 
prepared by the reduction of the nitro group in compounds of the formua XVII. the reduction 
may be effected as defined hereinbefore. 

The compounds of formula III and salts thereof wherein R' represents R'-X' may also 
be prepared for example by reacting a compound of the formula XIX: 
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(XIX) 



5 (wherein R', and X' are as hereinbefore defined and L" represents a displaceable protecting 
moiety) with a compound of the formula VII as hereinbefore defined whereby to obtain a 
compound of formula III in which L' is represented by L". 

A compound of formula XIX is conveniently used in which L= represents a phenoxy 
group which may if desired carry up to 5 substituents, preferably up to 2 substituents. selected 
10 from halogeno.nitro and cyano. More preferably L' is chloro. The reaction may be 
conveniently effected under conditions as described for process (c) hereinbefore. 

The compounds of formula XIX and salts thereof as hereinbefore defined may for 
example be prepared by deprotecting a compound of formula XX: 



15 



P-X 




20 



(XX) 



(wherein R'. R', P. X' and L= are as hereinbefore defined). Deprotection may be effected by 
techniques well known in the literature, for example where P represents a benzyl group 
deprotection may be effected by hydrogenolysis, or by treatment with trifiuoroacetic acid. 

One compound of formula III may if desired be converted into another compound of 
25 fonnula III in which the moiety L' is different. Thus for example a compound of formula III in 
which L' is other than halogeno, for example optionally substituted phenoxy, may be convened 
to a compound of fonnula III in which L' is halogeno by hydrolysis of a compound of fonnula 
III (in which L' is other than haiogcho) to yield a compouhd of fonnula XII as hereinbefore 
defined followed by introduction of halide to the compound of fonnula XII. thus obtained as 
30 hereinbefore defined, to yield a compound of fonnula III in which L' represents halogen. 
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(ii) The compounds of formula V and salts thereof, constitute a further feature of the 
present invention, and may for example be prepared by the reaction of a compound of formula 
III as hereinbefore defined with a compound of the formula XXI: 

(OP)pl 



(XXI) 

1 0 (wherein R\ m, p', P and Z are as hereinbefore defined), whereby to form a compound of 
fonnula V as hereinbefore defined or a salt thereof. The reaction may for example be effected 
as described for process (a) hereinbefore. 

The compounds of formula V and salts thereof wherein represents R^X' may also 
be prepared by reacting a compound of formula XXII: 

15 




20 




(XXII) 



(wherein R'. R^ L'. Z, R^ m. p' and P are as het^inbefore defined) with a compound of formula 
25 IX as hereinbefore defined, whereby to form a compound of fom,ula V as hereinbefore defined 
or a salt thereof The reaction may for example be effected as described for process fd) above. 

The compounds of fonnula V and salts thereof wherein R' represents R*-X' may also 
be prepared by reacting a compound of formula XXIII: 
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(OP)pl 



(XXIII) 

(wherein R', R\ R\ X'. 2. P. p' and m are as hereinbefore defined) with a compound of the 
10 formula VII as hereinbefore defined, whereby to form a compound of formula V as 

hereinbefore defined or a salt thereof. The reaction may for example be effected as described 
for process (c) hereinbefore. 

The compounds of formula XXII and salts thereof, which constitute a further feature 
of the present invention, may for example be pr^par^d by reaction of a compound of formula 
15 XXIV: 



20 




(XXIV) 



(wherein R'. R^ and L' are as hereinbefore defined, and L' in the 4- and 7- positions may be the 
same or different) with a compound of the formula XXI as hereinbefore defined whereby to 
25 form a compound of formula XXII as hereinbefore defined or a salt thereof The reaction may 
be effected for example by a process as described in (a) above. 

Compounds of the fonnulae XX and XXIV may be prepared by any convenient 
. known method, but may for example be preiwed by introducing the moiety L' or L' as 
hereinbefore defined into a compound corresponding to a compound of formula XII but in 
30 which the group R' is replaced by the moiety P-X' or L'. The reaction may be effected for 
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example by a process as described for the preparation of compounds of formula III from 
compounds of formula XII as described in (i) above. 

Compounds of the formula XXIII and salts thereof which constitute a further feature 
of the present invention, may be made by deprotecting a compound of fomiula XXV: ^ 

(OP)pl 




(XXV) 

(Wherein R'. R'. P. Z, x', p' and m are as hereinbefore defined ) wherebv .o fonn a 
compound of fonnula XXIII or salt thereof. Dep:x,tection of the compound of formula XXV 
1 0 may for example be effected as described in (i) above. 

The compounds of fonnula XXV and salts thereof constitute a further feature of the 
present invention and may be prepared, for example, by reacting a compound of formula XX as 
hereinbefore defined with a compound of fonnula XXI as hei^inbefore defined. The reaction 
may for example be effected as described in process (a). 
1 5 Compounds of the formula V. as hereinbefore defined, and salts thereof wherein ^ 

represents R'-X' and R^ is CsalkylR". wherein R" is as hereinbefore defined, may also be 
prepared by the reaction of a compound of formula XXVI: 




(XXVI) 
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(Wherein L'. R". X'. R'. R-\ R\ Z. P. m and p' are as defined hereinbefore) with a compound of 
the formula XI as defined hereinbefore, under the conditions described in (e) above. 

Compounds of the formula XXVI and salts thereof, which constitute a ftirther featui^ 
of the present invention, may be made for example by reacting compounds of the formulae 
5 XXIII as defined hereinbefore, with a compound of the formula XXVII: 

L'-R"-L' 

(XXVII) 

10 (Wherein L' and R" are as hereinbefore defined) under the conditions described in (c) above. 

(iii) Compounds of the formula VI. as hereinbefore defined, and salts thereof constitute a 
funher feature of the presem invention and may be prepared by deprotecting the compound of 
formula XXVIII: 



15 P-X 




{XXVIII ) 



(wherein R'. RK R\ P. Z. X' and m are as hereinbefore defined) for example by a process as 
described in (i) above. 

20 Compounds of the formula XXVIII and salts thereof, which constitute a further 

feature of the presem invention, may for example be prepared by reacting compounds of the 
fonnulae XX and IV as hereinbefore defined, advantageously under the conditions described in 
(a) hereinbefore, to give a compound of the formula XXVIII as hereinbefore defined or salt 
thereof. 

25 (iv) Compounds of the formula VIII as hereinbefore defined and salts thereof which 

constitute a fiinher feature of the present invention may for example be prepared by reacting 



10 
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compounds of the fonnulae XXIV and IV as hereinbefore defined. ,he reac.ion may for 
example be effected by a process as described in (a) above. 

(V) Compounds of the formula X as defined hereinbefo.^ and salts thereof constitute a 
further feature of the present invention and may for example be made by reacting compounds 
5 of the formulae VI and XXVII as defined hereinbefore, the „=action may be effected for 
example by a process as described in (c) above. 

Compounds of the formula X and salts thereof may also be made for example by 
deprotecting a compoundof the fonnula XXVI. as hereinbefore defined, by a process for 
example as described in (b) above. 

When a phannaceutically acceptable salt of a compound of the fonnula I is required 
■t may be obtained, for example, by reaction of said compound with, for example, an acid usine 
a conventional procedure, the acid having a phannaceutically acceptable anion. 

Many of the intennediates defined herein ate novel, for example, those of the 
formulae III. V, VI. X, XII. XIV. XV. XVI. XXII. XXIII. XXV, XXVI and XXVIII and these 
15 are provided as a fimher feature of the invention. 

The identification of compounds which potently inhibit the tyrosine kinase activity 
associated with the VEGF receptors such as Fit and/or KDR and which inhibit angiogenesis 
and/or increased vascular penneability is desimble and is the subject of the presem invemion. 
These properties may be assessed, for example, using one or more of the procedures set out 
20 below: 

(a) In Vitro Rprppt^r T yrosine Kina^ Inhibition Twt 

This assay detemtines the ability of a test compound to inhibit tyrosine kinase 
activity. DNA encoding VEGF or epidermal growth factor (EOF) receptor cytoplasmic 
domains may be obtained by total gene synthesis (Edwards M, International Biotechnology Lab 
25 5(3), 19-25, 1987) or by cloning. Tliese may then be expressed in a suitable expression system 
to obtain polypeptide with tyrosine kinase activity. For example VEGF and EGF receptor 
cytoplasmic domains, which were obtained by expression of recombinant protein in insect cells, 
were found to display intrinsic tyrosine kinase activity. In the case of the VEGF receptor Fit 
(Genbank accession number X5 1 602), a 1 .7kb DNA fragment encoding most of the 
30 cytoplasmic domain, commencing with methionine 783 and including the terminauon codon. 
described by Shibuyaetal (Oncogene. 1990. 5: 519-524). was isolated from cDNA and cloned 
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into a baculovirus transplacemem vector (for example pAcYMl (see The Bacuiovirus 
Expression Sysiem: A Laboratory Guide. L,A. King and R. D. Possee. Chapman and Hail. 
1 992) or pAc360 or pBiueBacHis (available from Invitrogen Corporation)). This recombinant 
construct was co-transfected into insect cells (for example Spodoptera frugiperda 21(Sf21)) 
5 with viral DNA (eg Pharmingen BacuIoGold) to prepare recombinant baculovirus. (Details of 
the methods for the assembly of recombinam DNA molecules and the preparation and use of 
recombinant baculovirus can be found in standard texts for example Sambrook et ah 1989. 
Molecular cloning - A Laboratory Manual, 2nd edition. Cold Spring Harbour Laborator>' Press 
and O'Reilly et al. 1992, Baculovirus Expression Vectors - A Laboratory Manual. W. H. 
1 0 Freeman and Co. New York). For other tyrosine kinases for use in assays, cytoplasmic 
fragments staning from methionine 806 (KDR. Genbank accession number L04947) and 
methionine 668 (EGF receptor. Genbank accession number X00588) may be cloned and 
expressed in a similar manner. 

For expression of cFlt tyrosine kinase activity. Sf2 1 cells were infected with 
1 5 plaque-pure cFIt recombinant virus at a multiplicity of infection of 3 and harvested 48 hours 
later. Harvested cells were washed with ice cold phosphate buffered saline solution (PBS) 
(lOmM sodium phosphate pH7.4, l38mM NaCl. 2.7mM KCl) then resuspended in ice cold 
HNTG/PMSF (20mM Hepes pH7.5, 150mM NaCl. 10% v/v glycerol. 1% v/v Triton XI 00, 
J.5mM MgCI,, ImM ethylene gJycol-bis(Paminoeihyl ether) N.N.N\N^tetraacetic acid 
20 (EGTA), ImM PMSF (phenylmethylsulphonyl fluoride): the PMSF is added just before use 
from a freshly-prepared lOOmM solution in methanol) using 1ml HNTG/PMSF per 10 million 
cells. The suspension was centrifuged for 10 minutes at 13.000 rpm at 4°C, the supernatant 
(enzyme stock) was removed and stored in aliquots at -70''C. Each new batch of stock enzyme 
was titrated in the assay by dilution with enzyme diluent (I OOmM Hepes pH 7.4. 0.2mM 
25 Na^VO,, 0.1% v/v Triton XlOO, 0.2mM dithiothreitol). For a typical batch, stock enzyme is 
diluted 1 in 2000 with enzyme diluent and 50^1 of dilute enzyme is used for each assay well. 

A stock of subsu^te solution was prepared from a random copolymer containing 
tyrosine, for example Poly (Glu, Ala, Tyr) 6:3: 1 (Sigma P3899), stored as 1 mg/ml stock in 
PBS at -20''C and diluted 1 in 500 with PBS for plate coating. 
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On the day before the assay lOO^I of diluted substrate solution was dispensed into all 
wells of assay plates (Nunc maxisotp 96.well in,mu„oplates) which were sealed and left 
overnight at 

On the day of the assay the substrate solution was discarded arul the assav plate wells 
0 were washed once with PBST (PBS containing 0.05% v/v Tween 20) and once with 50n,M 
Hepes pH7.4. 

Test compounds were diluted with 10% dimethylsulphoxide (DMSO) and 25^1 of 
dtluted compound was transferred to wells in the washed assay plates. "Total" control wells 
contained 10«/. DMSO instead of compound. Twenty five microlitres of 40mM MnCl 
10 contaming 8^M adenosine-5 -.triphosphate (ATP) was added to all test wells except "biank" 
comrol wells which contained MnCK without ATP. To start the reactions 50,1 of freshlv 
diluted enzyme was added to each well and the plates were incubated at room temperature for 
20 mmutes. The liquid was then discarded and the wells were washed twice with PBST One 
hundred microlitres of mouse IgG anti-phosphotyrosine antibody (Upstate Biotechnology Inc 
15 product 05-321). diluted 1 i" 6000 with PBST conuining 0.5% w/v bovine serum albumin ' 
(BSA), was added to each well and the plates were incubated for 1 hour at room temperature 
before discarding the liquid and washing the wells twice with PBST. One hundred microlitres 
of horse radish peroxidase (HRPJ-lirJeed sheep anti-mouse Ig antibody (Amer^^am product 
NXA 931). diluted 1 500 wtth PBST containing 0.5% w/v BSA. was added and the plates 
20 --incubatedfor. houra.roomtempe..tu.beforediscardingtheliquidandwashine.he 
wells twice with PBST. One hundred microlitres of 2.2--azi„o-bis(3-ethylbenzthiazoline-6- 
sulphonic acid) (ABTS) solution, freshly prepared using one 50mg ABTS tablet (Boehringer 
1204 521) m 50ml freshly prepared 50mM phosphate-citrate buffer pH5.0 + 0.03-/o sodium 
perborate (made With 1 Phosphate citrate buffer with sodium perborate (PCSB) capsule (Siema 
25 P4922) per lOOml distilled water), was added to each well. Plates were then incubated for ^O- 
60 mmutes at room temperature until the optical density value of the "total" control wells 
measured at 405nm using a plate reading spectrophotometer, was approximately 1 .0. "Blank" 
(no ATP) and "toul" (no compound) control values were used to determine the dilution ran.e 
of test compound which gave 50% inhibtion of enzvme activity 

30 
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(b) In Vitro HTJVFC Proliferalinn A«av 

This assay determines the ability of a test compound to inhibit the growth factor- 
stimulated proliferation of human umbilical vein endothelial cells (HUVEC). 

HUVEC cells were isolated in MCDB 131 (Gibco BRL) + 7.5% v/v foetal calf serum 
5 (FCS) and were plated out (at passage 2 to 8). in MCDB 131+ 2% v/v PCS + 3ng/ml heparin - 
iMg/ml hydrocortisone, at a concentration of 1000 ceils/well in 96 well plates. After a 
minimum of 4 hours they were dosed with the appropriate growth factor (i.e. VEGF 3ng/ml. 
EOF 3ng/ml or b-FGF 0.3ng/ml) and compound. The cultures were then incubated for 4 days 
at 37°C with 7.5% CO,. On day 4 the cultures were pulsed with 1 ^Ci/well of tritiated- 
10 thymidine (Amersham product TRA 61) and incubated for 4 hours. The cells were harvested 
using a 96-well plate harvester (Tomtek) and then assayed for incorporation of tritium with a 
Beta plate counter. Incorporation of radioactivity into cells, expressed as cpm. was used to 
measure inhibition of growth factor-stimulated cell proliferation by compounds. 

15 (c) In Vivo Rat Uterine Oedema As.sav 

This test measures the capacity of compounds to reduce the acute increase in uterine 
weight in rats which occurs in the first 4-6 hours following oestrogen stimulation. This early 
increase in uterine weight has long been known to be due to oedema caused by increased 
permeability of the uterine vasculature and recently Cullinan-Bove and Koos (Endocrinology. 
20 1993.133:829-837) demonstrated a close temporal relationship with increased expression of 
VEGF mRNA in the uterus. We have found that prior treatment of the rats with a neutralising 
monoclonal antibody to VEGF significantly reduces the acute increase in uterine weight, 
confirming that the increase in weight is substantially mediated by VEGF. 

Groups of 20 to 22-day old rats were treated with a single subcutaneous dose of 
25 oestradiol benzoate (2.5^g/rat) in a solvent, or solvent only. The latter served as unstimulated 
controls. Test compounds were or;,lly administered at various times prior to the administration 
of oestradiol benzoate. Five hours after the administration of oestradiol benzoate the rats were 
humanely sacrificed and their uteri were dissected, blotted and weighed. Tlie increase in 
uterine weight in groups treated with test compound and oestradiol benzoate and with 
30 oestradiol benzoate alone was compared using a Student T test. Inhibition of the effect of 
oesu^diol benzoate was considered significant when p<0.05. 
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According to a ftinher aspect of the invention there is provided a phaimaceutical 
composition which comprises a compound of the formula I as defined hereinbefore or a 
phannaceutieally acceptable salt thereof, in association with a pharmaceutically acceptable 
excipient or carrier. 

5 The composition may be in a form suitable for oral administration, for example as a 

tablet or capsule, for parenteral injection (including inuavenous. subcutaneous, intramuscular, 
intravascular or infusion) for example as a sterile solution, suspension or emulsion, for topical 
administration for example as an ointment or cream or for rectal administration for example as 
a suppository. In general the above compositions may be prepared in a conventional manner 
10 using conventional excipients. 

The compositions of the present invemion are advantageously presented in unit 
dosage form. The compound will normally be administered to a warm-blooded animal at a unit 
dose within the range 5-5000mg per square metre body area of the animal, i.e. approximately 
0.1-IOOmg/kg. A unit dose in the range, for example. 1-IOOmg/kg, preferably i-50mg>1«gis 
1 5 envisaged and this normally provides a therapeutically-effective dose. A unit dose form such 
as a tablet or capsule will usually contain, for example I-250mg of active ingredient. 

According to a fijrther aspect of the present invention there is provided a compound 
of the formula I or a pharmaceutically acceptable salt thereof as defined hereinbefore for use in 
a method of treatment of the human or animal body by therapy. 
20 We have found that compounds of the present invention inhibit VEGF receptor 

tyrosine kinase activity and are therefore of interest for their antiangiogenic effects and/or their 
ability to cause a reduction in vascular permeability. 

Thus according to a further aspect of the invention there is provided the use of a 
compound of the formula I, or a phaimaceutically accepubie salt thereof in the manufacture of - 
25 a medicament for use in the production of an antiangiogenic and/or vascular permeability 
reducing effect in a warm-blooded animal such as a human being. 

According to a further feature of the invention there is provided a method for 
producing an antiangiogenic and/or vascular permeability reducing effect in a warm-blooded 
animal, such as a human being, in need of such treatmem which comprises administering to 
30 said animal an effective amount -a compound of formula 1 or a pharmaceutically acceptable 
salt thereof as defined hereinbefore. 
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As stated above the size of the dose required for the therapeutic or prophylactic 
treatment of a panicular disease state will necessarily be varied depending on the host treated 
the route of administration and the severity of the illness being treated. Preferabl v a dailv dose 
m the range of l-SOmg/kg is employed. However the daily dose will necessarily be varied 
5 depending upon the host treated, the panicular route of administtation. and the severitv of the 
.llness being treated. Accordingly the optimum dosage may be determined by the practitioner 
who IS treating any particular patient. 

The antiangiogenic and/or vascular permeability reducing treatment defined 
hereinbefore may be applied as a sole therapy or may involve, in addition to a compound of 
10 d,e .nvention. one or more other substances and/or treatments. Such conjoint treatment mav 
be achieved by way of the simultaneous, sequential or separate administmtion of the 
■ndividual components of the treatment. In the field of medical oncology it is normal practice 
.0 use a combination of different forms of treatment to tt^at each patient with cancer In 
medical oncology the other component(s) of such conjoint tt^atmem in addition to the 
1 :> antiangiogenic and/or vascular permeability reducing treatment defined hereinbefore mav be- 
surgery, radiotherapy or chemotherapy. Such chemotherapy may cover three main categories 
of therapeutic agent: 

(i) other antiangiogenic agents that work by different mechanisms from those defined 
hereinbefore (for example linomide. inhibitors of integrin avp3 function, angiostatin. razoxin 

20 thalidomide); 

(li) cytostatic agents such as antioestrogens (for example tamoxifen.toremifene. raloxifene 
droloxtfene. iodoxyfene), progestogens (for example megestrol acetate), aromatase inhibitors 
(for example anastrozole, lettazole. vorazole. exemestane). an.iprogestogens. antiandroaens 
(for example fiutamide. nilutamide, bicalutamide. cyproterone acetate). LHRH a^onists^and 
^5 antagonists (for example goserelin acetate, luprolide). inhibitors of testosterone 5a- 
dthydroreductase (for example finasteride), anti-invasion agents (for example 
metalloproteinase inhibitors like manmastat and inhibitors of urokinase plasminogen activator 
receptor function) and inhibitors of growth factor fimction, (such growth factors include for 
example platelet derived growth factor and hepatocyte growth factor such inhibitors include 
30 growth factor antibodies, growth factor receptor antibodies, tyrosine kinase inhibitors and 
serine/threonine kinase inhibitors): and 
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f iii) antiproliferative/antineoplastic drags and combinations thereof, as used in medical 
oncology, such as antimetabolites (for example antifolates like methotrexate, 
fluoropyrimidines like 5-fluor«umcil. purine and adenosine analogues, cytosine arabinoside): 
antitumour antibiotics (for example anthracyclines like doxorubicin, daunomycin. epirubicin 
5 and idarubicin, mi.omycin-C, dactinomycin, mithramycin); platinum derivatives (for example 

cisplatin. carboplatin); alkylating agents (for example nitrogen mustard, melphalan. 

chlorambucil, busulphan. cyclophosphamide, ifosfamide. nitrosoureas, thiotepa); antimitotic 

agents (for example vinca alkaloids like vincrisitine and taxoids like taxol, taxotere); 

topoisomerase inhibitors (for example epipodophyllotoxins like etoposide and teniposide. 
1 0 amsacrine, topotecan). 

As stated above the compounds defined in the present invention are of interest for their 
antiangiogenic and/or vascular permeability reducing effects. Such compounds of the 
invention are expected to be useful in a wide range of disease states including cancer, 
diabetes, psoriasis, rheumatoid anhritis. Kaposi's sarcoma, haemangioma, acute and chronic 
1 5 nephropathies, atheroma, arterial restenosis, autoimmune diseases, acute inflammation and 
ocular diseases with retinal vessel proliferation. In particular such compounds of the 
invention are expected to slow advantageously the growth of primary and recurrent solid 
tumours of. for example, the colon, breast, prostate, lungs and skin. More particularly such 
compounds of the invention are expected to inhibit the growth of those primary and recurrent 
20 solid tumours which are associated with VEGF. especially those tumours which are 

significantly dependent on VEGF for their growth and spread, including for example, cenain 
tumours of the colon, breast, prostate, lung, vulva and skin. 

In addition to their use in therapeutic medicine, the compounds of formula I and their 
phannaceutically acceptable salts are also useful as pharmacological tools in the development 
25 and standardisation of in vitro and in vivo test systems for the evaluation of the effects of 
inhibitors of VEGF receptor tyrosine kinase activity in laboratory animals such as cats. dogs, 
rabbits, monkeys, rats and mice, as part of the search for new therapeutic agents. 

It is to be understood that where the term -ether" is used anywhere in .his specification 
it refers to diethyl ether. 

30 The invention will now be illustrated in the following non-limiting Examples in 

which, unless otherwise stated:- 
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[(i) evaporations were carried out by rotary evaporation b vacuo and work-up 
procedures were carried out after removal of residual solids sucli.as drying agents by nitration: 

(ii) operations were canried out at ambient temperature, that is in the range 18-25»C 
and under an atmosphere of an inert gas such as argon; 
5 (iii) column chromatography (by the flash procedure) and medium pressure liquid 

chromatography (MPLC) were performed on Merck Kieselgel silica (Art. 9385) or Merck 
Lichroprep RP-18 (An. 9303) reversed-phase silica obtained from E. Merck. Darn,stadt. 
Germany; 

(iv) yields arc given for illustration only and are not necessarily the maximum 
10 attainable: 

(V) melting points are uncorrected and were determined using a Mettler SP62 
automatic melting point apparatus, an oil-bath apparatus or a Koffler hot plate apparatus. 

(vi) the structures of the end-products of the formula I were confirmed by nuclear 
(generally proton) magnetic resonance (NMR) and mass spectral techniques: proton magnetic 

1 5 resonance chemical shift values were measured on the delta scale and peak multiplicities are 
shown as follows: s. singlet; d, doublet; t. triplet: m. muitiplet: br. broad: q, quartet: 

(vii) intermediates were not generally fully characterised and purity was assessed bv 
thin layer chromatography (TLC), high-performance liquid chromatography (HPLC). infra-red 
(IR) or NMR analysis; 

!0 (viii) peu-oleum ether refers to that fraction boiling between 40'60<»C 

(ix) the following abbreviations have been used:- 

DMF EN-dimethylformamide 
DMSO dimethylsulphoxide 
5 TFA trifluoroacetic acid.] 



Example 1 

A solution of 4H:hloro.6.7-dimethoxycinnnoline hydrochloride (0.6g. 2.3mmol), 3- 
hydroxy-4-methylaniline (0.42Sg, 2.5mmol)a„d triethylamine (800m1. 6mmol) in DMF 
30 (lOml) was refluxed for 1 hour. The solution was cooled and poured dit^ctlv onto a Diaion 
(trade mark of Mitsubishi) HP20SS column and elution was performed with acetoni.rile/water 
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(4/6) to give, after evaporation of the solvent. 4-(3-hydroxy-4-methylanilinoH;,7. 
dimetboxycinnoline (220mg, 3 1 %) as a cream solid, 
m.p. 240-244''C 

'H NMR Spectrum: (DMSOd.) 2.15(s. 3H); 3.97(s. 3H); 3.99(s. 3H): 6.73(d. IH); 6.85(s. 

5 lH):7.14(dlH);7.52(s.lH);7.69{s.lH);8.73(s. lH);8.8I(s.lH):9 6(s. IH) 
MS -ESI: 312 [MH)- 

Elememal analysis: Found C 62.2 H 5.8 N I3.I 

C„H„N30, 0.9H,O Requires C 62.3 H 5.8 N 12.8% 

1 0 The starting material. 4-chloro-6.7-dimethoxycim,oline hydrochloride was obtained 

by heating a solution of 4-hydroxy-6,7-dime,hoxycim,oline (Ig, 4.8mmol) in thionvl chloride 
(20ml) containing DMF (2drops) at reflux for 3 hours. After cooling and evaporating the 
excess thionyl chloride, the solid was triturated with ether and filtered to give 4-chloro-6.7- 
dimethoxycinnoline hydrochloride ( 1 .2g, quantitative). 
1 5 The starting material. 4-hydroxy-6,7-dimethoxycimioline was obtained by adding a 

solution of sodium nitrite (1 .9g, 27mmol) to a solution of 2-amino-4,5- 
dimethoxyacetophenone (5g, 0.025mol) in acetic acid (90ml) and sulphuric acid 
( 1 5ml) at a rate to maintain the temperature below 20-C. The mixture was heated at 80»C for 
90 minutes. After cooling and concentrating the solution to half its original volume, the 
20 residue was poured into ether (800ml). The solid was collected by filtration and suspended in 
water (200ml). After adjusting to pH7 with sodium hydroxide the solid was filtered, washed 
with water, methanol and methylene chloride to give 4-hydroxy-6.7-dimethoxycimioline 
(4.5g, 87%). 



25 Example 2 

A solution of 4-chloro-6-methoxy-7-(2-methoxyethoxy)cinnoline (0.4g, 1 .5mmol) 
and 3-hydroxy-4-methylaniline (0.2g, 1 .6mmol) in DMF (5ml) was heated at 1 50°C for 20 
minutes. After cooling, isopropanol (1 5ml) was added and the resulting solid filtered off, 
washed with isopropanol and dried under vacuum to give 4.(3-hydroxy^-methylanilino)-6- 
30 niethoxy-7-(2-methoxyethoxy)cinnoline as the hydrochloride salt (yellow solid. 537mg 
91%). 
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'H NMR Spectrum: (DMSOd,; CF,COOD) 2.38(s. 3H): 3.55(s. 3H); 3.95(t. 2H): 4.2(s. 3H); 
4.5(t, 2H); 7.05(d. IH); 7.1(s. IH); 7.4(d. IH); 7.52fs. IH): 8.2rs. 1H>; 8.S5(d. IH) 
MS - ESI: 356 [MH]' 

Elemental analysis: Found C 58.4 H 5.9 n 10.9 

5 C|,H,|N,04 IHCl Requires C 58.2 H 5,7 N 10.7% 

The starting material 4-chloro-6-methoxy-7-(2-methoxyethoxy)cinnoline was 
obtained by heating a solution of 4.hydroxy-6-methoxy-7-(2-methoxyethoxy)cim,oline (7.8g, 
0.03 1 mol) in thionyl chloride ( 1 30ml) containing DMF (0.8ml) at gO°C for 2 hours. After 
10 dilution with toluene, the mixture was evaporated to dryness. The resulting solid was filtered 
off. washed with ether, and then dissolved in ethyl acetate. The ethyl acetate solution was 
washed with saturated aqueous sodium hydrogen carbonate solution and then brine, dried 
(MgSO,) and the solvent evaporated. The residue was purified by flash chromatography 
using methylene chloride/ethyl acetate (1/9) as eluent to give 4-chloro-6-methoxy-7-(2- 
15 methoxyethoxy)cinnoline (6.2g, 74%). 
m.p. 171-173'>C 

The starting material 4-hydroxy-6-methoxy-7-(2-methoxyethoxy)cinnoline was 
obtained by adding a solution of sodium nitrite (3.9g, 0.056mol) in water (5ml). dropwise. to 
a solution of 2-amino->-(2-methoxyethoxy)-5-methoxyacetophenone ( 1 2.1 8g, 0.05mol) in 

20 acetic acid (I gOmI) and sulphuric acid (30ml). After stirring for 90 minutes at 80°C the 

solution was concentrated to half its original volume and poured into ether (800ml). The solid 
was collected by filtration and suspended in water (400ml). After adjusting to pH7.6 with 2M 
aqueous sodium hydroxide solution the resulting solid was filieit:d off and washed with ether 
to give 4-hydroxy-6-methoxy-7-(2-methoxyethoxy)cinnoline (gg, 62%). 

25 m.p. 232-234°C 

The starting material. 2-amino-l-(2-methoxyethoxy)-5-methoxyacetophenone was 
obtained by adding iron powder (lOg, O.lSmol). in portions, to a solution of 2-nitro-4-(2- 
methoxyethoxy)-5.methoxyacetophenone (17.3g, 0.064mol) in acetic acid (80ml) heated at 
lOO-C. After stining for 30 minutes at 100°C. the mixture was cooled and water (20ml) was 
30 added. The mixture was extracted with ethyl acetate, the combined extracts were washed with 
water, saturated sodium carbonate solution and brine and then dried (MgSO,) and the solvent 
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evaporated. The residue was purified by flash chromatography using methylene 
chloride/ethyl acetate (8/2 followed by 75/25) as eluent to give 2-amino-4-(2- 
methoxyethoxy)-5-methoxy-acetophenone (12.52g, 81%). 
m.p. 99-1 ore 



was 

m 



5 The staning material. 2-mtro-4-(2-methoxyethoxy)-5-me,hoxyace.ophe„o„e 

obtamed by adding 3-methoxy.4-(2-n,e.hoxyethoxy)acetopheno„e (I8.1g, O.OSmoJ) in 
ponions over 50 minutes to a solution of 69.5% nitric acid (163ml) cooled to Z'C After 
stirring for 2 hours at ambient temperature, the traction mixture was poured onto ice and 
extracted with ethyl acetate. Tl-e organic layer was washed with water and brine dried 
10 (MgSO.) and the solvent evaporated. The residue was purified by Hash chromatography 
usmg methylene chloride/ethyl acetate (95/5) as eluent to give 2-nitro-4.(2-methoxvethoxv). 
5-methoxyacetophenone ( 1 7.4g, 80%) as a pale yellow solid, 
m.p. 120-124°C 

The starting material. 3-methoxy-4-(2-methoxyethoxy)acetophenone, was obtained 
15 by heating a solution of 4-hydroxy-3-methoxyacetophenone (20g. O..2mol) and. bromomethvl 
methyl ether (I2.4ml. 0.13mol) in DMF (400mi) containing potassium carbonate (49 8g 
0.36mol) at 50°C overnight. After cooling, the reaction mixture was diluted with water and 
adjusted to pH2. After extraction with ethyl acetate, the organic layer was washed with brine 
dned (MgSOj and evapot^ted. The residue was purified by flash chromatography using 
20 petroleum ether/ethyl acetate (6/4 followed by I/I ) as eluent to give 3-methoxy-4-(2- 
methoxyethoxy)acetophenone (2l.8g. 81%). 
m.p. 84-86''C 



Examp le :^ 

25 A solution of 4-chloro-6-methoxy.7.(2-methoxyethoxy)cim,oline (0.4g, I.Smmol) 

(prepared as described for the sUrting material in Example 2). and 4.chloro-2-fluo>.aniline 
(282m, 2.5mmol) in DMF (5ml) was treated as described in E.xample 2. to give 4.(4-chloro- 

2-nuoroa„i!ino)-6.methoxy-7.(2-rae.hoxyethoxy)cinnoline as the hvdrochloride salt 
(450mg, 72%). 

30 m.p. 279-28 rc 
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'H NMR Spectnim: (DMSOd.; CF,COOD) 3.35(s. 3H): 3.8(t, 2H)i 4.05(s. 3H): 4.4(t. 2H): 
7.4(s. IH); 7.5(d, IH); 7.7(t, IH); 7.75(d. IH); 8.05(s. IH); 8.3(s, IH) 
MS - ESI: 378 [MH]* 

Elemental analysis: Found C 52.1 H 4.5 NI0.2 

5 CisHpNjOjClF 1HCI Requires C 52.2 H 4.4 N 10.1% 

Example 4 

4-Chloro-6-methoxy-7-(2-methoxyethoxy)cinnoline (0.3g, 1 . 1 mmol), (prepared as 
described for the starting material in Example 2), was added to a solution of 2.4- 

10 dihydroxytoluene (Ig, Smmol) and potassium hydroxide {72mg, 1.3mmol) heated at I50°C. 
After stirring for 1 0 minutes at 1 50<'C, the mixture was allowed to cool and then partitioned 
between ethyl acetate and water. The pH was adjusted to 6 and the organic layer was washed 
with water and brine and dried (MgSOJ and evapomted. The solid was filtered off. washed 
with ether and dried under vacuum to give a 1/1 mixture of 4-(3-hydroxy-4.methylphenoxy)- 

1 5 6-methoxy-7-(2-inethoxyethoxy)cinnoline and 4-(3-hydroxy-2-methylphenoxy)-6- 
raethoxy-7-(2-methoxyethoxy)cinnoline ( 1 50mg, 38%). 

'H NMR Spectrum: (DMSOd.; CD,COOD) 2.05 and 2.1(sx2. 3H); 3.35(s. 3H): 3.8 (t. 2H); 
4.1 and 4.15 (sx2. 3H); 4.45(t, 2H); 6.75(m. IH): 6.85(m. IH); 7.25(d. IH); 8.25(d. IH): 7.7- 
7.8(m. 2H); 8.52 and 8.65{sx2, 1 H) 
20 MS-ESI:357[MHr379[MNar 

Elemental analysis: Found C 64.2 H 5.9 N 7.7 

C|,H,oN;05 Requires C 64.0 H 5.7 N 7.9% 

The starting material 2,4.dihydroxytoluene was prepared by adding boron tribromide 
25 (3.1ml. 3.2mmol) to a solution of 2.4:dimethoxytoluene (Ig, 6.5mmol) in pentane (lOml) at 
-70°C. The reaction mixture was allowed to warm to ambiem temperature and the mixture 
stirred for a further 2 hours. Ice water and ethyl acetate were then added and the aqueous 
layer basified to pH9.5 with 2M aqueous sodium hydroxide solution^ After stirring for 10 
minutes, the organic layer was separated and the aqueous layer extracted with ethyl acetate. 
30 The combined organic extract was washed wid, brine, dried (MgSO,) and the solvent removed 
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by evaporation. The residue was purified by flash chroniatogrBphv eluting with methylene 
chloride/ethyl aceute (9/1) to give 2.4-dihydroxytolue„e (759mg, 94%) as a white sohd. 

Example 5 

3 A solution of 4-chloro-6-methoxy-7.(2-methoxyeihoxy)cinnoline (0.2g, 0.74mn,ol)' 

(prepared as described for the starting material in Example 2), and 4-bromo-2-fluoroaniii„e 
(155mg, 0.82mmol) in DMF (2.5ml) was heated at 150°C for 45 minutes. After cooling ,o 
ambient temperature the mixture was treated as described in Example 3 to give 4-(4-bromo.2- 

nuoroan«ino)-6-m«hoxy.7-(2-methoxyethoxy)cinnoline as the hydrochloride salt (ISOme 
10 44%). ^' 

m.p. 278-28 1°C 

'H NMR Spectrum: (DMSOd.; CF,COOD) 3.38(s. 3H); 3.85(t. 2H); 4.1(s. 3H); 4.4(t. 2H)- 
7.45(s. IH): 7.65(dd, IH); 7.65(s. IH); 7.9(d. IH); 8.1(s. IH); 8.35(s. IH) 
MS - ESI: 422 [MHJ* 
15 Elemental analysis: Found C 47.3 H 4.1 N 8.9 

C„H„N,0,BrFIHCl Requires C 47.1 H 4.0 N 9.2% 

Example 6 

A solution of 7-benzyloxy.4-chloro-6-methoxycir.noline hydrochloride (3.4g, 
20 lOmmol) and 4-chloro-2-fluoro.5-hydroxyaniline. (prepared as described in EP 06174l' A^) 
( 1.84g, 1 immol) in DMF (42ml) was heated at 130-C for 20 minutes. The resultina solid was 
filtered off. washed with isopropanol. ether and dried under vacuum to give 7-benzyloxy-4- 

(4H:h.oro-2-nuoro-5-hydroxya„ili„o)-6-methoxyci„„<.li„e as the hydrochloride salt (yellow 
solid. 3.5g, 75%). 

25 m.p. 280-284''C 

'H NMR Spectrum: (DMSOd,) 4.05(s. 3H); 5.4(s. 2H); 7.2(d, IH); 7.4-7.5(m, 3H); 7.5- 
7.55(m, 3H); 7.68(d, IH); 8.2(s. IH); 8.35(s, IH) 
MS - ESI: 426 [MH]' 

Elemental analysis: Found C 57.4 H 4.2 N 9 5 

30 C,,H„N303CIFIHC1 Requires C 57.2 H 3.9 N 9.1% 
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The starting material. 7-benzyloxy-4-chloro-6-methoxycinnoline hydrochloride, was 
obtained by heating a solution of 7-ben2yloxy-4-hydroxy-6-methoxycimioline ( 1 1 g, 39mmol) 
in thionyl chloride ( 1 80ml) containing DMF ( I ml) at reflux for I hour. After cooling, excess 
thionyl chloride was removed by evaporation and azeotroped with toluene. The residue was 
5 triturated with ether, filtered off. washed with ether and dried under vacuum to give 7- 
ben2yloxy-4-chloro-6-methoxycimioline hydrochloride as a cream solid (13.6g. quantitative). 

The starting material 7-benzyloxy-4-hydroxy-6-methoxycinnoline was obtained by 
dropwise addition of a solution of sodium nitrite (4.9g. 0.072mol) in water ( 1 0ml) to a 
solution of 2-amino-4-benzyloxy-5-methoxyacetophenone (I6.3g a.06mol) in acetic acid 
10 (250ml) and 70% sulphuric acid (7.3ml). After stirring for 30 minutes, triethylamine (25ml) 
was added and stirring was continued for 6 hours. After adjusting to pH3.2 with 2M aqueous 
sodium hydroxide solution, the solid was filtered off. washed with water, ether and dried 
under vacuum to give 7-benzyIoxy-4.hydroxy-6-methoxycinnoline ( 1 2.76g. 75%) as a brown 
solid. 

15 m.p. 262-264'>C 

The starting material 2-amino^ben2yloxy-5-methoxyacetophenone was obtained 
by adding powdered iron (520mg, 9.3mmol) to a solution of 2-nitro-4-benzyloxy-5- 
methoxyacetophenone (Ig, 3.3mmol) in acetic acid (5ral) heated at lOCC. After 30 minutes, 
the reaction mixture was cooled to ambient temperature and diluted with water. After 
20 extraction with ethyl acetate the organic layer was washed with water, brine, dried (MgSO,) 
and the solvent evaporated. The tt:sidue was purified by flash chromatography using " 
petroleum ether/ethyl acetate (3/1 ) as eluent to give 2-amino-4-benzyloxy-5- 
methoxyacetophenone (629mg, 70%) as a yellow solid. 
m.p. I39-141''C 

25 The starting material 2-nitro-4-benzyloxy-5-methoxyacetophenone was obtained by. 

addition of asuspension of tin{IV)chloride (15.8ml. 0.13mol)and 69.5% nitric acid (9.|ml. 
0.2mol) in methylene chloride (1 10ml). drt,pwise over a period of 20 minutes, to a solution of 
4-benzyloxy-3-methoxyacetophenone (28.9g, 0.1 Imol) in methylene chloride (400ml) cooled 
at -35''C. 

30 After stirring for 20 minutes at -^S-C. the mixture was wanned to ambient 

temperature and poured onto ice/water ( I litre). After extraction with methylene chloride the 
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organic layer was washed with brine, dried (MgSOJ and the solvent evaporated. The residue 
was purified by flash chromatography using petroleum ether/ethyl acetate (7/3) as eluem to 
give 2-niu-o-4-ben2yioxy-5-methoxyacetophenone (27g, 76%) as a yellow solid, 
m.p. 134- 1 36^*0 

5 The starting material, 4-benzyioxy-3-methoxyacetophenone. was obtained by 

heating a solution of 4-hydroxy-3-methoxyacetophenone (20g, 0.12mol), benzyl bromide 
(15.7mi. 0.13mol) and potassium carbonate (49.8g, 0.36mol) in DMF (400mi) at 40°C 
overnight. After cooling, the mixture was diluted with water, acidified to approximately pH3 
and extracted with ethyl acetate. The organic layer was washed with brine, dried (MgSO,) 
10 and the solvent evaporated. The residue was purified by flash chromatography using 
petroleum ether/ethyl acetate (8/2 followed by 65/35) as eluent to give 4-benzyloxy-3- 
methoxyacetophenone (30.3g, 99%). 
m.p. 86-88^C 

15 Example 7 

Acetic anhydride (920^1, 9.7mmoi) and 4-dimethylaminopyridine (80mg, 
0.65mmol) were added to a suspension of 7-benzyloxy-4-(4-chloro.2-fluoro-5- 
hydroxyanilino)-6.methoxycinnoline (3g, 6.5mmol), (prepared as described in Example 6), in 
pyridine (50ml). After heating at 1 10»C for 25 minutes, the solid was filtered off. washed 
20 with water and ether and dried under vacuum. The solid was suspended in 2M ethereal 

hydrogen chloride and the volatiles removed by evaporation to give 4-(5.acetoxy-4-chloro-2- 
nuoroanilino)-7-benzyloxy-6-methoxycinnoIine as the hydrochloride salt (yellow solid. 
3.1g, 94%). 

m.p. 240-247°C 

25 'H NMR Spectrum: (DMSOdJ 2.35(s, 3H); 4.05(s, 3H); 5.4(s, 2H); 7.35-7.5(m. 3H); 7.55(s. 
IH); 7.55(d, IH); 7.6(s, IH); 7.7(d. IH); 7.95(d, IH); 8.25(s, IH); 8.4(s, IH) 
MS - ESI: 468 [MH]' 

Elemental analysis: Found C 56.8 H 4.2 N 8.2 

Q^H^NjO^ClF IHCl Requires C 57.2 H 4.0 N 8.3% 
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Example 8 

A solution of 4-chloro.6.methoxy-7-{2-methoxyethoxy)cinnoline (0.2g. 0.74mmol). 
(prepared as described for the staning materia) in Example 2), and 4-chloro-2-fluoro-5- 
hydroxyaniline (132mg, 0.82mmol), (prepared as described in EP 061741 A2). in DMF 
5 (2.5ml) was heated at 140»C for 45 minutes. The work up procedure was as described in 
Example 6 and gave 4-(4-chloro-2-nuoro-5-hydroxyaniHnoH;.n.ethoxy.7-(2- 
mefhoxyethoxy)cinnoline as the hydrochloride salt (yellow solid. 157mg, 49%). 
m.p. 296-299''C 

'H NMR Spectrum: (DMSOd,; CF.COOD) 3.4(s. 3H); 3.85(t. 2H); 4. 1(s. 3H): 4.4(t. 2H)- 
10 7.2(d,IH);7.45(s,lH);7.65(d,lH);8.05(s.lH);8.35(d.IH) 
MS - ESI: 394 [MH]' 

Elemental analysis: Found C 50.1 H 4.4 N98 

C,.H„NACIF IHCI Requires C 50.3 H 4.2 N 9.8% 

15 Example 9 

A solution of 4-chloro-6-methoxy-7-(2-methoxyethoxy)cim,oli„e (G ig. 0.37mmol) 
(prepared as described for the starting material in Example 2), and 4.bromo-2-nuoro-5- 
hydroxyaniline (84mg, 0.4mmol), (prepared as described in EP 061 741 A2) in DMF r2ml) 
was heated at I40»C for I hour. The work up procedure was as described in Example 6 for 
20 the production of the final compound and gave in this example 4-(4.bromo-2-nuoro-5- 

hydroxyaniIino)^melhoxy.7-(2-™e,hoxyethoxy)cinnoline as d,e hydrochloride salt 
(yellow solid, 127mg. 72%). 

m.p. 288-289X 

'H NMR Spectrum: (DMSOd,; CF^COOD) 3.4(s, 3H); 3.85(t. 2H): 4. l(s. 3H); 4 4(t ^H) • 
25 7.2(d, IH); 7.45(s, IH); 7.75(A IH); 8.1(s. IH); 8.35(s. IH) 
MS - ESI: 438 [MH]' 

Elemental analysis: Found C 45.8 H 4.0 n 8.9 

C,.H„NABrF IHCI Requires C 45.5 H 3.8 N 8.9% 



30 
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Example 10 

A suspension of 4-ehloro-6-methoxy-7-(4-pyridylmedioxy)cimioIine hydrochloride 
(0.1 7g, 0.45mmol) and 4-chIoro-2-nuoro-5-hydroxyaniline (102mg, 0.63minol), (prepared as 
described in EP 061741 A2), in 2-pentanol (3.5mi) was heated at reflux oveiTiight. After 
5 cooling, isopropanol was added. The solid formed was filtered off. washed with isopropanol. 
ether and dried under vacuum to give 4-(4-chloro-2-fluoro-5-hydn,xyanilino)-6-n.e.hoxy-7- 
(4-pyridylmethoxy)cinnoline as the hydrochloride salt (yellow solid. 194mg. 86%). 
m.p. 243-25 rc 

'H NMR Spectrum: (DMSOdJ 4.12(s, 3H); 5.7(s, 2H); 7.25{d, IH); 7.55(s. IH); 7.7(d. IH)- 

10 7.9(d.2H);8.3(s.lH);8.4(s,lH);8.9(d.2H);10.85(brs,IH):11.55(brs.lH) 
MS -ESI: 427 [MH]" 

Elemental analysis: Found C 49.6 H 3.9 N 10.8 

CANACIF 1.3H,0 1.65HC1 Requires C 49.4 H 4.0 N 1 1.0% 

15 The staning material, 4-chloro.6-methoxy-7-(4-pyridylmethoxy)cinnoline 

hydrochloride, was obtained by adding 4-chloro-7-hydroxy-6-methoxycinnoIine (200mg. 

0.95mmol). followed by 4-hydroxymethylpyridine (1 08mg, 1 mmol) and 1 . 1'- 

(azodicarbonyl)dipiperidine (647mg. 2.5inmol), in ponions. to a solution of tri(n- 

butyDphosphine (640^1. 2.5mmol) in methylene chloride (6ml). After stirring for 1 hour at 

20 ambient temperature, a solution of 7M hydrogen chloride in isopropanol (300^1, 2. Immol) 

was added. The resulting solid was filtered off. washed with methylene chloride and ether to 

give 4-chIoro-6-methoxy-7-(4-pyridyImethoxy)cim,oline hydrochloride as a solid (196mg 
55%). 

The staning material, 4-chloro-7-hydroxy-6-methoxycimioline was obtained by 
25 healing a solution of 7-ben2yloxy-4-chloro-6-methoxycinnoline hydrochloride (3. 06g, 
9imnol), (prepared as described for the starting material in Example 6), in TFA (30ml) it 
reflux for 5 hours. After evaporation of the solvent, the residue was suspended in water and 
adjusted to pH7 with saturated aqueous sodium hydrogen carbonate solution. The resulting 
solid was filtered off. washed with water and ether and dried under vacuum to give 4-chloro- 
30 7-hydroxy-6-niethoxycinnoline as a yellow solid (1 .78g, 94%). 
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Example 11 

A suspension of 4-chloro-6-methoxy-7-(2-methoxyethoxy)cinnoiine (0.2g, 

0.74mmol), (prepared as described for the starting material in Example 2), and 2-fluoro-5- 

hydroxy.4-methyIaniline (126mg 0.89mmoJ) in 2-pentanoI (2.5ml) was heated at reflux for 

5 7.5 hours. After cooling, isopropanol was added and the solid was filtered off. washed with 

isopropano] and ether, and dried under vacuum to give 4-(2-nuoro-5-hydroxy-4- 

methyIanilino)-6-methoxy-7-(2-niethoxyethoxy)cinnoline as the hydrochloride sah (yeliow 
sohd 196mg, 64%). 

m.p. 283-290°C 

10 'H NMR SpeciRim: (DMSOd,) 2.2(s. 3H); 3.4(s. 3H); 3.8(t, 2H); 4.1(s, 3H); 4.35ft, 2H); 
6.95(d IH); 7.25(d, IH); 7.45(s, IH); 8.2(s. IH); 8.22(s. IH); 9.95fs. IH); 1 1 .2(br s. IH) 
MS - ESI: 374 [MH]' 

Elemental analysis: Found C 55.5 H 5.5 N 10.0 

C,9H,oN30,FO.IH,0 IHCl Requires C 55.4 H 5.2 N 10.2% 

15 

The starting material, 2-fluoro.5-hydroxy-4-methylaniIine was obtained as follows: 
Methyl chloroformate (6.8ml, 88mmol) was added over 30 minutes to a solution of 
4.fluoro-2.methylphenol (lOg, 79mmol) in 6% aqueous sodium hydroxide solution at 0°C. 
The mixture was stirred for 2 hours, then extracted with ethyl acetate ( 1 00ml). The ethyl 
20 acetate extract was washed with water ( lOOmi) and dried (MgSOJ and the solvent removed 
by evaporation to give 4-fluoro-2-methylphenyl methyl carbonate ( 1 1 .4g. 78%) as an oil. 
'H NMR Spectrum: (DMSOdJ 2.14(s, 3H), 3.81(s. 3H); 7.05(m. IH); 7.1-7.5(m. 2H) 

A mixture of concentrated nitric acid (6ml) and concentrated sulphuric acid (6mj) 
was added slowly to a solution of 4.fluoro.2-methylphenyl methyl carbonate ( 1 1 .34g, 
25 62mmol) in concentrated sulphuric acid (6ml) such that the temperature of the reaction 

mixture was kept below 50°C. The mixture was stirred for 2 hours, then ice/water was added 
and the precipitated product collected by filtration. The crude product was purified by 
chromatography oh silica eluting with methylene chloride/hexane progressing tlmnigh 
increasingly polar mixtures to methanol/methylene chloride ( 1/1 9) to give 4-fluoro-2-methyl- 
30 5-nitrophenol (2.5g. 22%) as a solid. 

'HNMR Spectrum: (DMSOd,; CD3COOD) 2.31(s, 3H): 7.38(d. IH); 7.58(d. IH) 
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MS:171[MHJ- 

A mixture of 4.fluoro-2-methyl-5-nitrophenol (2.1g, I3mi„ol), iron powder (Ig, 
ISmmol) and iron(II)sulphate (1.5g, lOmmol) in water (40ml) was heated at reflux for4 
hours. The reaction mixture was allowed to cool, neutralised with 2M aqueous sodium 
5 hydroxide solution and extracted with ethyl acetate (1 00ml). The ethyl acetate extract was 
dried (MgSOj and the solvent removed by evaporation to give 2-fluoro-5-hydroxy-4. 
methylaniiine (0.8g, 47%) as a solid. 

'H NMR Spectrum: (DMSOd,) l.94(s. 3H); 4.67(s, 2H); 6.22(d. IH); 6.65(d. IH); 8 68(s IH) 
MS; 142 [MHY 

10 

Example 12 

A solution of 4-chloro-6.methoxy-7-(3-morpholinopropoxy)cinnoline hydrochloride 
(83mg, 0.2mmol) and 4-chloro-2.fluoro-5-hydroxyaniline (42mg. 0.26mmol), (prepared as 
described in EP 061741 A2), in 2.pentanoi (5ml) containing DMF (0.5ml) was heated at 
1 5 I20°C for 2.5 hours. The work up procedure was identical to the synthesis of the final 
product in Example 1 1 and gave 4-(4-chloro-2-nuoro-5-hydroxyaniImo)-6-mrthoxy-7-(3- 
morpholinopropoxy)cinnoline as the hydrochloride salt (70mg 65%). 
ni.p.2I8-225°C 

'H NMR Spectnimr (DMSOd,; CD3COOD) 2.4(m. 2H); 3.35(m. 6H); 3.9(m. 4H); 4.1(s. 3H); 
20 4.4(t. 2H); 7.2{d. IH); 7.45(s. IH); 7.6(d, IH); 8.1(s. IH); 8.35(s. IH) 
MS - ESI: 463 [MH]' 

Elemental analysis: Found C 46.1 H 5.2 N 9.5 

C.:H,,N,0,CIF2H,0 1.9HCI Requires C 46.5 H 5.3 N 9.9% 

25 The staning material 4-chloro-6-methoxy.7-{3.morpholinopropoxy)cinnoline 

hydrochloride was obtained by adding l-chloro-3-morpholinopropane (190mg. 0.95mmol), 
(prepared as described in US Patent No. 4004007), 10 a suspension of 4-chloro-7-hydroxy-6- 
methoxycinnoline (0.28, 0.95mmol), (prepared as described for the staning material in 
Example 10). in DMF (5ml) containing potassium carbonate (327mg, 2.3mmol) and 

30 potassium iodide ( 1 5mg, 0.09Smmol). After heating al 80°C for 2 hours, potassium carbonate 
(65mg, 0.47mmol) and more 1 -chloro-3-morpholinopropane (95mg, 0.47mmol) were added. 
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After stirring for 4 hours at SO'C. the reaction mixture was cooled and 7M hydrogen chloride 
in isopropanol (407^1) was added. The solution was poured onto a Diaion (trade mark of 
Mitsubishi) HP20SS column, using water/methanol (100/0 to 0/100 as a gradient) to give 4- 
chloro.6- medioxy-7-(3-morpholinopropoxy)cinnoline as an hydrochloride salt ( 1 75mg, 
5 44%). 

Example 13 

A solution of 4-chloro-6-methoxy-7-(3-pyirolidinopropoxy)cinnoline hydrochloride 
(O.Ig, 0.25mmol) and 4-chloro.2-fluoro-5-hydroxyaniline (57mg, O.35mmol). (prepared as 
10 described in EP 061 741 A2). in 2-pentanol (5ml) was heated at 120°C for 2.5 houre. The 
solid was filtered off, washed with isopropanol and then ether and dried under vacuum to give 

4-(4.chloro-2-nuoro-5-hydroxyanilu,o)^5-methoxy-7-(3-pyrrolidinopropoxy)cinnolineas 

the hydrochloride salt (yellow solid, 94mg, 72%). 

m.p. 240-245°C 

15 'H NMR Spectrum: (DMSOd,; CF,COOD) 1.9(m. 2H); 2.1(m, 2H); 2.3(m. 2H); 3.1(m; 2H): 
3.35(m, 2H); 3.65(m. 2H); 4.1(s, 3H); 4.4(t, 2H); 7.2(d. IH); 7.45(s. IH); 7.65(d. IH): 8.15(s. 
lH);8.35(s. IH) 
MS - ESI: 447 [MH]' 

Elemental analysis: Found C 49.9 H 5.2 N I0.5 

20 C„H„N,O,ClF0.5H,O1.9SHCl Requires C 50.1 H 5.2 N 10.6% 

The starting material. 4-chloro^-methoxy-7^3.py,Tolidinopropoxy)cinnoline 
hydrochloride was obtained by adding 4-chloro-7-hydroxy-6-methoxycinnoline (0.3g, 
1 .4mmol). (prepared as described for the starting material in Example 1 0), to a solution of 3- 
25 pyrrolidinopropyl chloride (275mg. l.5mmol), (prepared as described in J. Amer. Chem. Soc. 
1955, 2L 2272), in DMF (5ml) containing potassium carbonate (49Img, 3.5mmol) and 
potassium iodide (24mg. O.Mmmol). After stirring at 80°C for 3 hours potassium carbonate 
(98mg, 0.7mmol) and 3-pyrTOlidinopropyI chloride (137mg, 0.7mmol) were added. After 30 
minutes, the mixture was cooled and 7M hydrogen chloride in isopropanol (407^1) was added. 
30 The solution was poured onto a Diaion (trade mark of Mitsubishi) HP20SS TM column 
eluting with water/methanol (100/0 to 0/100 as a gradient). After evaporation of the solvent. 
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the product was purified by preparative HPLC using a reverse phase C18 column eiuting with 
water/methanoi (100/0 to 80/20 as a gradient) to give after concentration, 4-chloro^- 
mcthoxy-7-(3-pym)lidinopropoxy)cinnoline hydrochloride (265mg, 48%) as a yellow solid. 

5 Example 14 

A suspension of 4-chloro-7-methoxycimioline hydrochloride (I96mg. 0.85mmol) 
and 3.hydroxy-4.methylanili„e (123mg, Immol) in 2-pen,anol (5ml) was heated at reflux for 
2 hours. After cooling, the solid was filtered off, washed with isopropanol. ether and dried 
under vacuum to give 'K3-hydroxy-4-methyl.niUno)-7-methoxycmnoline as the 
1 0 hydrochloride salt (yellow solid, 2 1 5mg,80%). 
m.p. 270-275''C 

'H NMR Spectrum: (DMSOd,) 2.18(s. 3H); 4.0(s. 3H); 6.88(d. IH); 6.93(s. IH); 7.25(d, IH)- 
7.35(s. IH); 7.52(dd. IH); 8.4(s, IH); 8.75(d. IH); 9.98(s, IH); 1 1.65(br s, IH) 
MS-ESI:281 [MH]' 

15 Elemental analysis: Found C 59.7 H 5.4 N 13.0 

C,.H„N3O,0.14H,OlHCI Requires C 60.0 H 5.1 N 13.1«/. 

The starting material 4-chloro-7-methoxycinnoline hydrochloride was obtained by 
heating a solution of 4.hydroxy-7-methoxycim,oline (352mg.2mmol). (prepared as described 
20 in J. Chem. Soc. 1955. 21 00), in thionyl chloride (3.5ml) containing DMF (20^1) at reflux, for 
I hour. After removing excess thionyl chloride by evaporation and azeotroping with toluene. 
The residue was triturated with ether, fihered off and washed with ether to give 4-chloro-7. 
methoxycinnoline hydrochloride as a yellow solid (450mg, 97%). 

25 Example IS 

A solution of 4<hloro-6-methoxy-7-(3.mo.pholi„opropoxy)cim,oline hydrochloride 
(I32mg, 0.33mmol). (prepared as described for the starting material in Example 1 2), and 2- 
fluoro-5.hydroxy-4-methylaniline (SSmg. 0.39mmol), (prepared as described for the starting 
material in Example 1 1), in 2-pentanoI (2.5mJ) containing 7M hydrogen chloride in 
30 isopropanol (9drops) was heated at reflux for 30 minutes. After cooling, the solid was filtered 
off. washed with isopropanol, ether and dried under vacuum to give 4-(2.fluoro-5-hydroxy-4- 
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methyIaniIino)-6-methoxy-7-(3-inorpholinopropoxy)cinnoline as an hydrochloride salt 
(yeJlow solid, 143mg, 84%). 

'H NMR Spectrum: (DMSOd^; CD3COOD) 2.2(s, 3H); 2.35(m, 2H); 3.3(m, 6H); 3.9(br s, 
4H); 4.0(s, 3H); 4.35(t, 2H); 6.95(d, IH); 7.15(d, IH); 7.35(s, IH); 8.1(s, IH); 8.2(s, IH) 
5 MS - ESI 443 [MH]- 

Elemental analysis: Found C 53.0 H 6.0 N 10.2 

C,3H„NAF0,5H,O2,8Ha Requires C 53.6 H 6 0 N 10.6% 

0.2 isopropanol 

10 Example 16 

A solution of 4.chloro-6-methoxy-7.(3-pyrrolidinopropoxy)cinnoIine hydrochloride 
(158mg, 0.4mmol),(prepared as described for the starting material in Example 13), and 2- 
fluoro-5-hydroxy-4-methylaniIine (67mg, 0.48mmol), (prepared as described for the starting 
material in Example 11), in 2-pentanol (5ml) was heated at reflux for 1 hour. After cooling, 
1 5 the solid was filtered off, washed with isopropanol, ether and dried under vacuum to give 4- 

(2-nuon)-5-hydroxy-^-methylaniIino)-6.methoxy-7-{3.pyrrolidinopropoxy)cinnolineas 

the hydrochloride salt (yellow solids 55mg, 27%). 

m.p. 247-253°C 

'H NMR Spectrum: (DMSOd,; CD3COOD) 2.05(m, 4H); 2.25(s, 3H); 2.35(m, 2H); 3.25- 
20 3.5(br s, 6H); 4.05(s, 3H); 4.4(br s, 2H); 7.0(d, IH); 7.22(d, IH); 7.45(s, IH); 8.15(s, IH); 
8.25(s, IH) 
MS - ESI: 427 [MH]* 

Elemental analysis: Found C 53.6 H 6.1 N 10.4 

C23H„NAF1H20 1.95HC1 Requires C 53.6 H 6.1 N 10.9% 

25 

Example 17 

A suspension of 4-chloro.6-methoxy.7-[(2.methylthiazol-4.yl)methoxy]cinnoline 
(150mg, 0.46mmol) and 2-fluoro-5.hydroxy-^-methylaniline (78mg, 0.56mmol), (prepared as 
described for the starting material in Example 1 1), in 2-pentanol (3ml) and a 5M solution of 
30 hydrogen chloride in isopropanol (1 05^1) was heated at reflux for 90 minutes. The solid 
obtained was filtered off, washed with isopropanol followed by ether to give 4-(2-fluoro-5- 
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hydroxy-4-methylanilino)^methoxy-7-|(2-n.ethyrfhiazoM.yl)methoxy|cinnoline 

hydrochloride as a pale yellow solid (1 90mg, 82%). 

'H NMR Specinm,: (DMSOdJ 2.19(s. 3H): 2.69(s. 3H): 4.03(s. 3H); S.39(s. 2H): 6.98(d. 
IH): 7.24(d. IH); 7.66(s. IH); 7.76(s. IH): 8.16(d. IH): 8.27(s. IH); 10.0(brs. IHV 11 32(s 
5 IH) 

MS - ESI m/z: 427 [MH]" 

Elemental analysis: Found C 50.7 H 4.4 N 11.0 

C„H„NASF0.5H,O1.65HC! Requires C 50.9 H 4.4 Nil. 30/. 

10 The starting material 4-chloro-6-methoxy-7-[(2-methylthiazol-4-yl)me.hoxy]cinnoline 

was obtained by adding potassium carbonate (786mg, 5.7mniol) followed by 4-chloiomethvI- 
2-me,hylthia2»le (308mg. 2mmol) ,0 a suspension of 4-chlon).7-hydroxy.6-methoxycinnolme 
(0.4g, 1.9mmol), (prepared as described for the Slatting material in Example iO),inDMF 
( 1 Omi). After stirring for 4.5 hours at 60»C. the reaction mixture was diluted with water and 

1 5 acidified to pH4 with 2M hydrochloric acid. After extraction with ethyl acetate, the organic 
layer was washed with water and then brine, dried (MgSO.) and the solvent evaporated. Th. 
residue was purified by flash chromatography using methylene chloride/ethyl acetate (2/8) as 

eluent .0 give 4-chloro-6-methoxy-7-[(2-methylthiazo.-^y|)methoxy]cinnoline as a solid 
(293mg, 48%). 

20 

Example 18 

Asuspensionof4-chloro-6-methoxy-7-[(l.methylimidazol-2-yl)methoxyJcim.oline 
(109mg, 0.35mmol) and 2-fluoro-5-hydroxy-4-methylaniline (70mg. O.Smmol). (prepared as 
described for the starting material in Example 1 1). in 2-pemanol (3ml), DMF (0.5ml) and a 
25 5M solution of hydrogen chloride in isopropanol (74nl. 0.35mmol) was heated at reflux for 3 
hours. The solution was then cooled to Q'C and the resulting solid filtered off and washed 
with ether to give 4-(2-nuoro.5-hydn,xy-4-methylanilino)-6-methoxy.7-[(l- 
methylimidazol-2-yl)niethoxy|cinnoline hydrochloride as a yellow solid (I24mg. 73%). 
m.p. 215-221''C 
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'H NMR Spectrum: (DMSOd,) 2.2(s. 3H): 3.9(s. 3H); 4.05(s. 3H); 5.7(s. 2H): 6.99(d. IH)- 
7.24(d IH); 7.67fs. IH): 7.73(s. IH); 7.77(s, IH); 8.20(d. IH); 8.39(s. IH): 9 96(s IH)- 
II.5(s. IH) 

MS-ESIin/z:4I0[MH]- 
5 Elemental analysis: Found C 51.3 H 4.9 N 13 7 

C:,H,NAF0.9H,0 1.8HC1 Requires C 51.3 H 4.8 NI4.3./. 

The staning material. 4-chloro-6-methoxy-7-[(l-methylimidazoi-2-yl)methoxvJ. 
cinnoline was obtained by adding potassium carbonate (531mg, 3.8mmol) followed bv ' 
10 2-chlorome.hyl-l-methylimidazole (232mg, 1.4mmol) .0 a suspension of4-chIoro-7-hydroxv 
6-methoxycinnoline (270mg, 1 .28mmol). (prepat^d as descHbed for the staning material in ' 
Example 1 0), in DMF (6ml). After stirring overnight at 40"C the mixture was diluted with 
water and adjusted to pH7. After extraction with ethyl acetate, the organic layer was washed 
with water and then brine, dried (MgSOJ and the solvent evaporated. The residue was 
15 punfied by flash chromatography using methylene chloride/methanol (98/2) as eluent to give 
4-chloro-6-methoxy-7-[(l.methylimidazol-2-yl)methoxy]cim,oline (1 1 Img. 29%). 

Example 19 

A solution of 4-chloro-6-methoxy-7-(4-pyridylmethoxy)cinnoIine hydrochloride 
20 <268mg.0.7lmmol).(prepa:.dasdescribedfor.hestar,i„gma,erialinExamplelO) and 

fluon,-5-hydroxy-4.methyIa„i,ine,(109mg.0.77mmol),(preparedasdescribed for the starting 
matenal in Example 1 1). in 2-pen.anol (6ml) was heated at reflux for 4 hours. After dilution " 
wtth .sopropanol. the solid was filtered off, washed with isopropanol followed bv ether to eive 

^2-nuor..5.hydroxy-4-me,hyI,nili„o)-6-me.hoxy-7-(4-pyridylme.hoxv)ci„„o,i„e 

25 hydrochloride (92mg, 29%). 

m.p. 244'252°C 

'H NMR Spectrum: (DMSOd.: CD,CO0D) 2.2(s. 3H); 4. l(s. 3H); 5.68(s 2H)- 7 0(s IH)- 
7.25(d. IH); 7.5(s, IH); 7.9(s. 2H); 8.25(d. 2H); 8.85(s. 2H) 
MS - ESI m/z: 407 [MHJ" 
30 Elemental analysis: pound C 58.0 H 4 8 n 12 ^ 

C.H„NAF0.4H,OI.1HC1 Requires C 58.2 H 4.6 NI2.4% 
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Example 20 

A solution of4-(5-benzyIoxy-2-fluoro-4-methyiphenoxy)-6-methoxy-7.(2- 
methoxyethoxy)cinnoline (242mg. O.Smmoi) in a mixture of methanol (9ml) and DMF 
5 ( 1 0.5ml) containing 1 0% palladium-on-charcoal catalyst ( I OOmg) was stirred under hydroeen 
at 5 atmospheres pressure for 9 hours. The catalyst was removed by filtration and the solvent 
was evaporated. The residue was washed with methanol and ether and dried under vacuum to 

give 4-(2-nuoro.5-hydroxy-4-mcthyIphenoxyH.methoxy-7-(2-methoxyethoxy)cinno!ine 

as a white solid (87mg, 44%). 

10 m.p. 267-273°C 

•H NMR Spectrum: (DMSOd,; CD3COOD) 2.18(s, 3H); 3.37(s, 3H); 3.80(t. 2H); 4.04(s. 3H); 
4.39(t, 2H); 6.8(d. IH); 7.2(d. IH); 7.49(s, IH); 7.79(s, IH); 8.49(s, IH) 
MS - ESI m/z: 375 [MHj* 

Elemental analysis: Found C 58.9 H 5.3 N 7.5 

15 C„H„NAF O.7H2O 0.06DMF Requires C 58.9 H 5.4 N 7.4% 

The starting material, 4-(5-benzyloxy-2-fluoro-4.methylphenoxy)-6-methoxy-7-(2- 
methoxyethoxy)cinnoline was obtained by heating a solution of 5-benzyloxy-2-fluoro-4- 
methylphenol (3l4mg, I.3mmol) and 4-chIoro-6-methoxy-7-(2-methoxyethoxy)cinnoline 

20 (280mg, Immol), (prepared as described for the staning material in Example 2), in pyridine 
(6ml), at reflux for 15 hours. After evaporation of the solvent, the residue was partitioned 
between ethyl acetate and water adjusted to pH7. The organic layer was separated, washed 
with water and then brine, dried (MgSO,) and the solvent evaporated. The residue was 
purified by flash chromatography using methylene chloride/ether (4/6 followed by 3/7) as 

25 eluent to give 4-(5-ben2yloxy-2.fluoro.4-melhylphenoxy).6-methoxy-7-(2- 
methoxyethoxy)cinnoline as a white solid (247mg, 53%). 

•H NMR Spectrum: (DMSOd,) 2.27(s, 3H); 3.37(s. 3H); 3.8(t, 2H); 4.0(s, 3H); 4.4(t. 2H); 
5.14(s, 2H); 7.26(d, IH); 7.3-7.5(m, 6H); 7.5(s, IH); 7.81(s, IH); 8.44(s, IH) 

The starting material 5-ben2yloxy-2-fluoro-4-methylphenol. was obtained by adding 
30 a solution of sodium niuite (1 .68g, 24mmol) in water (3.5ml), dropwise. to a solution of 5- 
benzyloxy.2-fluoro-4-methylaniline (4.7g, 20mmol) in acetic acid (82ml> and 70% sulphuric 
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acid (3.1 5ml) cooled at 1 0°C. The mixture was stirred vigorously for 20 minutes, then a 
solution of copper(II)nitrate trihydrate (48Ig, 2mon in water (790ml) was added, followed by 
copperdDoxide (3g, 19mmol). After stirring for 3 hours, the mixture was extracted with ethyl 
acetate. The organic layer was washed with water and then brine, dried (MgSOj) and the 
5 solvent evaporated. The resulting oil was purified by flash chromatography using petroleum 
ether/ether (85/15) as eluent to give 5-benzyloxy-2-nuoro-4-methylphenol as an orange oil 
(1.25g,27%). 

The starting material, 5-benzyloxy-2-fluoro-4-methylaniline. was obtained by 

adding iron powder (2.88g, Slramol), in portions, to a solution of 5-beazyloxy.2-fluoro-4- 

1 0 methylnitrobenzene (4.8g, 1 8mmol) in acetic acid (33ml) and water (5.7ml), at ambient 

temperature. The mixture was heated and after stirring at 1 00°C for 1 0 minutes, it was cooled 

and panitioned between ethyl acetate and water. The organic layer was washed with water. 

aqueous saturated sodium carbonate solution and then brine, dried (MgSOj and the solvent 

evaporated. The residue was purified by flash chromatography using petroleum ether/ethyl 

1 5 acetate (8/2) as eluent to give 5-benzyloxy-2-nuoro-4-methylaniline (3.65g, 87%). 

The starting material 5-benzyloxy-2-fluoro-4-methyInitroben2ene was obtained by 

adding benzyl bromide (3ml, 25mmol) to a solution of 2-fluoro-5.hydroxy-4- 

methylnitrobenzene (3.92mg, 23mmol) in DMF (70ml) containing potassium carbonate (9. 5g, 

68mmol). After stirring for 3 hours at 60°C. the mixture was diluted with water and adjusted 

20 to pH2. After extraction with ethyl acetate, the organic layer was washed with water and then 

brine, dried (MgSO,) and the solvem evaporated. The solid was filtered off. washed with 

hexane and dried under vacuum to give 5-benzyloxy-2-fluoro-4-methylnitrobenzene (4.83g, 
80%). 

The starting material 2-fluoro-5-hydroxy-4-methylnitrobenzene. was obtained by 
25 adding 2M aqueous sodium hydroxide solution (I3.1ml), dropwise. to a solution of 2-nuoro- 
5-methoxycarbonyloxy-4-methylnitrobenzene (6g, 26mmol). (prepared as described in 
European Patent Publication No^ 307777), in methanol (70ml) cooled mO'C After sjiiting 
for 30 minutes, the mixture was concentrated by evaporation. After dilution with water, the 
solution was adjusted to pH2 and extracted with ethyl acetate. The organic layer was washed 
30 with water and then brine, dried (MgSO,) and the solvent evaporated to give 2-fluoro-5- 
hydroxy-4-methylnitrobenzene as a yellow solid (4g. 90%). 
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Example 21 

A solution of 4.chioro-6.7-dimethoxycinnoline hydrochloride (261 mg, immol) 

(prepared as described for .he starting material in Example 1 ), and 2-fluoro.5-hydroxv-4. 

5 methyianiline (1 70mg, 1.2mmol). (prepared as described for the starting material in Example 

11 ). m 2-pentanol (5ml) was heated at I20»C for 3 hours. After cooling, the solid was filtered 

off. washed with isopropanol and ether and dried under vacuum to give 4-(2-nuoro-5- 

hydroxy-4-me.hyla„ili„„H,7.di„e,hoxycinnoline as an hydrochloride salt (301mg 82%) 
m.p.251-253''C 

10 'H NMR Spectrum: (DMSOd.; CD,COOD) 2.22(s, 3H); 4.05(s, 3H); 4.07(s. 3H): 6.97(d. 
IH); 7.24(d IH); 7.39(s. IH); 8.08(s. IH); 8.22(d IH) 
MS - ESI m/z: 330 [MH]* 

Elemental analysis: Found C 55.2 H 4.8 Nil. I 

C„H„N3O,F0.1H,OlHCI Requires C 55.6 H 4.7 NIl.4% 

15 

Example 22 

A solution of 4-chloro-6,7-dimethoxycimioline hydrochloride (261mg. Immol). 
(prepared as described for the staning material in Example 1 ). and 4-chlo,o.2-fluoro-5- 
hydroxyaniline (193mg. 1.2mmol). (prepared as described in EP 061741). was treated ina 
20 manner similar to that described in Example 21 in onier to produce 4-(4-ehloro-2-nuoro-5- 
hydroxyanaino).6,7-dimethoxycinnoline as an hydrochloride salt (3 15mg. 82%). 
m.p. 255-25600 

'H NMR Spectrum: (DMSOd.; CF,COOD) 4.05(s. 3H); 4.07(s, 3H); 7.19(d, IH): 7.4(s. IH)- 
7.65(d, IH); 8.07(s, IH); 8.34(d. IH) 
25 MS - ESI m/z: 350 [MH]- 

Elemental analysis: Found C 49.5 H 3.8 N 10.5 

C^Hi^NjOjClFlHCl Requires C 49.8 H 3.7 N 10.9% 

Example 2:^ 

30 A solution of 4-chloro-6.methoxy.7-[2-(2.methoxyethoxy)ethoxy]cinnoline (1 30me. 

0.41mmol) and 2-fluoro-5.hydroxy.4-methylaniline (70mg. O.Smmol). (prepared as described 
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for the staning material in Example 1 1 ), in 2-pentanol (3ml) containing 5M hydrogen chloride 
in isopropanol (2drops) was heated at reflux for 45 minutes. After cooling the solid was 
filtered off. washed with isopropanol followed by ether to give 4-(2-nuoro-5.hydroxy-4- 

niethylanilino).6-methoxy-7-|2-(2-m«hoxyethoxy)ethoxy|cinnoline as an hydrochloride 
5 salt(159mg, 88%). 

m.p. 250-256"'C 

'H NMR Spectrum: (DMSCki.) 2.2I(s, 3H); 3.27(s, 3H); 3.5I(dd. 2H): 3.66(dd. 2H): 3.90(t, 
2H); 4.06(s. 3H); 4.37(t. 2H); 6.98(d. IH); 7.25(d. IH); 7.46(s. IH): 8.l8(d. IH); 8.23(s. IH)- 
9.94(s. IH); 11.2(s, IH) 
10 MS-ESIm/z:418[MHr 

Elemental analysis: Found C 55.2 H 5.7 N 8 8 

C.,H,,N,O,F0.2H,OIHCl Requires C 55.1 H 5.6 N 9.2% 

The starting compound 4-chloro-6-methoxy-7-[2-(2-methoxyethoxy)ethoxy]- 
15 cinnoline was obtained by adding triphenylphosphine (995mg, 3.8mmol), followed by 

dicthyleneglycol (271^1. 2.2mmol) and diethyl azodicarboxylate (598^1. 3.8mmol). dropwise. 
10 a suspension of 4-chloro-7-hydroxy-6-methoxycinnoline (0.4g. 1 .9mmol). (prepared as 
described for the starting material in Example 10), in methylene chloride ( 1 2ml) under 
nitrogen and cooled to IO»C. After stirring for 1 hour, the solvent was evaporated and the 
20 residue purified by flash chromatography using methylene chloride/ethyl acetate (5/5 
followed by 4/6) as eluent to give 4-chloro-6-melhoxy-7-[2-(2- 
methoxyethoxy)ethoxy]cinnoline (366mg, 91 %). 

Example 24 

25 A solution of 4,6-dichlorocinnoline (200mg, 1 mmol) and 2-nuoro-5-hydro.xy 4- 

methylaniline (1 69mg, 1 .2mmol). (prepared as described for the staning material in Example 
1 1 ), in 2-pentanol (4ml) containing 7M isopropanolic hydrogen chloride (2drops) was heated 
at reflux for 45 minutes. After cooling the solid was filtered off. washed with isopropanol 
followed by ether to give 6<hloro-4-(2-fl„oro-5-hydroxy-4-n.ethyIa„ilmo)cmnoIine 

30 hydrochloride (326mg, 95%). 

'H NMR Spectrum: (DMSOdJ 2.20(s. 3H); 6.98(d. IH); 7.26(d. IH): 8.18(s. 2H): 
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8.35(s, IH); 9.1(s. IH); 9.98(brs. IH) 
MS - ESI: 304 [MH]' 

Elemental Analysis: Found C 53.4 H 4.0 Nil 9 

^ C„H.,N,OFC10.95HCi0.1H3O Requires C 53.0 H 3.6 N 12.4% 

The starting material was prepared as follows: 

A solution of 4-hydroxy-6-chlorocinnnoline (Ig, 5.5mmol), (}. Chem. Soc 1961 
1 828). in thionyl chloride (10ml) and DMF (0.1ml) was heated at reflux for 20 minutes 
Toluene was added and the volatiles were removed by evaporation. Tl,e solid was partitioned 
10 between ethyl acetate and water and the aqueous layer adjusted topH7 with sodium hvd„,gen 
carbonate. The organic layer was washed with water and brine, dried (MgSO,) and the 
volatiles removed by evaporation. The residue was punfied by column chromatographv 
elutmg with methylene chloride/ether (95/5) to give 4.6-dichlorocinnoline (804mg, 73%) 
m.p. 11I-113''C 

15 'H NMR Spectrum: (CDCl,) 7.85(dd. IH); 8.18(d, IH): 8.52(d, IH); 9.36(s. IH) 
MS-EI: l99tM ]- 

Elemental Analysis: Found C48.5 H2.I n 14.0 

C,H,N,C1, Requires C48.3 H2.0 N 14.1% 

20 Example 2.S 

A solution of 4-chloro-6-methoxy-7.(3.mon.holinopropoxy)cim,oline hydrochloride 
(I50mg, 0.36mmol), (prepared as described for the starting material in Example 12). 4-chloro- 
2-fluoroaniline (77mg. 0.53mmol) in 2-pentanol (4ml) and 5M isopropanolic hydrogen 
chloride (Iml) was heated a. I20"C for I hour. The mixture was allowed to cool and 
25 isopropanol was added. The resulting precipitate was collected by filtration, washed wth 
ether and dried under vacuum to give 4-(4-chloro-2-nuoroanilino)^methoxy.7^3. 
morpholinDpropoxy)cinnoline hydrochloride (!85mg, 98%). 

'H NMR Spectrum: (DMSOd,) 2.3-2.4(m, 2H); 3.1-3.2(m. 2H); 3.3.3.4(m. 2H); 3.5.3.6(m 
2H); 3.8-3.95(m. 2H); 3.95-4. 1 (m. 2H): 4.08(s, 3H); 4.38(t, 2H): 7.55(dd. IH); 7.57(s IH)- 
30 7.71(t, lH);7.80(dd. lH);8.31(d.lH):8.4(sJH) 
MS - ESI: 447 [MH]" 
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Elemental Analysis: Found C 50.0 H 5.2 N 10.2 

C,,H,,N,0,FC1 l.95Ha 0.5H,O Requires C 50.1 H 5.1 N 10.6% 

Example 26 

A solution of 4-chloro-6-methoxy-7-(3.pyrroiidinopropoxy)cinnoiine hydrochloride 
(130mg, 0.32mmolX (prepared as described for the starting material in Example 13). and 4- 
chIoro-2-fluoroaniIine (70mg, 0.48mmol), in 2.pentanol (4ml) and 5M isopropanolic 
hydrogen chloride (1 mi) was heated at 1 20°C for 2.5 hours. The solid was filtered off, 
washed with isopropanol and then ether and dried under vacuum to give 4-(4-chIoro-2- 

10 nuoroanilino)-6-inethoxy.7-(3-pyrrolidinopropoxy)cinnoline hydrochloride (1 lOmg. 
66%). 

'H NMR Spectrum: (DMSOd,; CD3COOD) 1.9-2. l(m, 4H); 2.25-2.35(m. 2H): 3.0.3.3(br m. 
2H); 3.36(t. 2H); 3.4-3.7{m. 2H); 4.06(s. 3H); 4.38(t. 2H); 7.46(s. IH); 7.55(d. 1 H); 7.72ft. 
IH); 7.75(dd, IH); 8.2 1(s, IH); 8.33(s. IH) 
15 MS -ESI: 431 [MH]* 

Elemental Analysis: found C 51.2 H 5.4 N 10.3 

C„H,,N,0:FC1 1 .9HC1 1 . 1 H,0 Requires C 50.8 H 5.4 N 1 0.8% 

Example 27 

20 A solution of 4-chloro.7-(2-methoxyethoxy)cinnoiine ( 1 56mg. 0.65mmon and 2- 

f1uoro-5-hydroxy-4-methylaniIine (1 1 Img, 0.78mmoi), (prepared as described for the starting 
material in Example 1 1), in 2.pentanol {8ml) and 5M isopropanolic hydrogen chloride (1ml) 
was heated at 120»C for 2.5 hours. The solid was filtered off. washed with isopropanol and 
then ether and dried under vacuum to give 4.(2.nuoro-5.hydroxy-4.methylaniIino)-7-(2. 
25 methoxyethoxy)cinnoline hydrochloride (207mg, 84%). 

'H NMR Spectrum: (DMSOd,) 2.19(s, 3H); 3.4(s. 3H); 3.8(t. 2H); 4.4(t. 2H): 6.96(d. IH); 
7.25(d, IH); 7.38(s, IH); 7.6I(d, IH); 8.21(s. IH); 8.71(d IH); 9.94(s, IH) 
MS - ESI: 344 [MH]* 

Elemental Analysis: found C 57. 1 H 5.4 n 1 1 .3 

30 C.^H^N^O^F 0.15H,O0.95HCl Requires C 56.8 H5.1 Nll.0% 
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The staning material was prepared as follows; 

Diethyl azodicarboxylate (349mI. 2.2n,mol) was added dropwise to a suspension of 
4-chloro-7-hydrDxycinnnoline (200mg, l.lmmol), triphenylphosphine (580mg, 2.2mmol) and 
2-methoxyeihanol (lOSnl. IJmmol) in methylene chloride (6ml) cooled at lO'C. The 
5 mixture was stirred for 30 minutes and further triphenylphosphine (I45mg). 2- 

methoxyethanol (20^1) and diethyl azodicarboxylate (88^1) were added. The mixture was 
then allowed to wann to ambient temperature and stirred for 30 minutes. TTie volatiles were 
removed by evaporation and the residue was purified by column chromatographv eluiing with 
ethyl acetate/petroleum ether (7/3) and followed by column chromatography eluting with 
10 cyclohexane/ethyl acetate 35/65 to give 4-chloro-7-(2-methoxye.hoxy)cinnoline (158mg 
60%). 

'H NMR Spectrum: (CDCy 3.5(s. 3H); 3.88(m. 2H); 4.36(m. 2H); 7.58(dd. IH); 7.77(d IH)- 
8.08(d. lH);9.2(s, IH) 

Aluminium trichloride (2.6g. l9mmol) was added in portions to a suspension of 4- 
15 chloro-7-methoxycim,oline (0.9g. 3.8mmol). (J. Chem. Soc. 1955, 2100). in benzene (15ml) 
and the mixture was heated at reflux for 1 hour. The solvent was removed by evapo^ion and 
the residue was partitioned between ice/water and elhyl acetate. Aqueous saturated sodium 
chloride solution was added and the organic layer was separated. The organic layer was 
washed with brine, dried (MgSO.) and the solvent removed by evaporation. The residue was 
20 triturated with ether, collected, filtered and dried under vacuum to give 4-chloro:7- 
hydroxycinnoline (368mg, 53%). 

'HNMR Spectrum: (DMSOd,)7.6(dd.lH);7.66(d. IH); 8.11(d. IH); 9.35(s. IH) 
Example 28 

25 The following illustrate representative pharmaceutical dosage forms containing the 

compound of fonnula I. or a phaimaceutically acceptable salt thereof (hereafter compound X), 
for therapeutic or prophylactic use in humans: 
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10 



15 



25 



30 



^ableU mg/tablet 

Compound X 1 qq 

Lactose Ph.Eur I g2 75 

Croscarmeliose sodium j ? q 

Maize starch paste (5% w/v paste) ? 75 

Magnesium stearate 3 q 

^''^ 2ab!aJI m./.ab.e. 

Compound X 5q 

Lactose Ph.Eur 223 75 

Croscarmeliose sodium 5 q 

Maize starch q 

Polyvinylpyrrolidone (5% w/v paste) 2.25 

Magnesium stearate 3 q 

(c) Tablet HI , , 

— ^ mg/tablet 

Compound X j q 

Lactose Ph.Eur 93 ,5 

Croscarmeliose sodium 4 q 

Maize starch paste (5% w/v paste) 0.75 

Magnesium stearate | q 



(d) Capsule , 

mg/capsule 

Compound X 

Lactose Ph.Eur ^gg ^ 

Magnesium stearate 

Compound X 5 0o/.^/^ 

IN Sodium hydroxide solution 15.0% v/v 
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O.IN Hydrochloric acid 
(to adjust pH to 7.6) 

Polyethylene glycol 400 4.50/^ 

Water for injection to 100% 

5 

(0 Injection II lOmg/mh 

Compound X 1.0% w/v 

Sodium phosphate BP 3 5% w/v 

0. IN Sodium hydroxide solution 15.0% v/v 

^ Water for injection to 100% 



15 



(g) injection III ( Img/mLbuffereH rn p HA^ 

Compound X 0.1% w/v 

Sodium phosphate BP 2.26% w/v 

0.38% w/v 

Polyethylene glycol 400 3.50/^ 

Water for injection to 100% 



Note 

20 



The above formulations may be obtained by conventional procedures well known 
the pharmaceutical art. The tablets (a).(c) may be emeric coated by conventional means, for 
example to provide a coating of cellulose acetate phthalate. 



m 
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CLAIMS 



1 . The use of a compound of the fonnula I: 




10 



(I) 



[wherein: 

Z represents -0-. -NH-. -S- or -CH,-; 
m is an integer from 1 to 5; 

R' represents hydrogen, hydroxy, halogeno. nitro. cyano, trifluoromethyL C,,alkvl, C, 
15 3alkoxy, C,,aJkylthio or NR*R'(wherein R* and R^ which may be the same or different, 
each represents hydrogen or Cj.jalkyl); 

R' represents hydrogen, hydroxy, fluoro. chloro. methoxy, amino or nitro; 

R^ represents hydroxy. haJogeno. C.^alkyl, C,,aIkoxy, C,,alkanoyloxy, trifluoromethyL 

cyano. amino or nitro; 

20 R' represents hydrogen, hydroxy, halogeno. cyano. nitro. amino. trifluoromethyL C,,ailcyl or 
a group R'-X' (wherein X' represents -0-, -CH,-. -S-. -SO-. -SO,-. -NR'CO-. -CONR'- - 
SO,NR'«-. -NR"SO,- or -NR"- (wherein R'. R'. R'", R- and R'= each independently 
represents hydrogen. C,,a]kyl or C,.,aikoxyC,,alkyl) and R' is selected from one of the 
following fourteen groups: 
25 1 ) C,.,alkyl, C,.,hydroxyalkyl. Ci.jfluoroalkyl. C,.5aminoalkyl; 

2) C,,alkylX-'COR" (wherein X' represents -O- orNR" (in which R" represents hydrogen. 
C,,alkyl or C,, alkoxyC^alkyl) and K" represents C,.,alkyi. NR'^R" or OR" (wherein R". 
R" and R" which may be the same or different are each hydrogen. C,,alkyl or C,,alkoxyC, 
jalkyi), with the proviso that when X- is -0-, R" is not OR"); 
30 3) C,.,alkylX'R" (wherein X' represents -0-. -S-. -SO-. -SO,-. -OCO-. .NR"CO- - 
CONR"-. -SO,NR---. -NR^'SO,,- or -NR='- (wherein R". R» R--. r^: '^^ r:, 
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independently represents hydrogen. C^alkyl or C,,aikoxyC,3aJkyl) and R'» represents 
hydrogen. C,3alkyl, cyclopentyl. cyclohexyl or a 5 or 6 membered saturated heterocyclic 
group with one or two heteroatoms, selected independently from O. S and N. which C,. 
,alkyi group may bear one or two substituents selected from oxo. hydroxy, halogeno and 
5 C.^alkoxy and which cyclic group may bear one or two substituents selected from oxo, 
hydroxy, halogeno, C.^alkyl, C.^hydroxyalkyi and C.^alkoxy); 

4) C,3alkylX^C,,alkylX^R- (wherein and X^ which may be the same or different are 
each .0-. -S-, -SO., -SO,., -NR^CO-, -CONR^^, -SO,NR^^. -NR^«SO,. or -NR^- (wherein 
R^'. R-'*, R", R^* and R^' each independently represents hydrogen. C,.3alkyl or C,.3aIkoxyC., 

1 0 jalkyi) and R" represents hydrogen or C,.jaJkyi); 

5) C,,aIkylR^ (wherein R« is a 5 or 6 membered saturated heterocyclic group with one or 
two heteroatoms. selected independently from O, S and R which heterocyclic group may 
bear one or two substituents selected from oxo, hydroxy, halogeno, C.^alky 1, C 
jhydroxyalkyl and C.^alkoxy); 

1 5 6) Cj.jalkenylR^^ (wherein R^** is as defined herein); 

7) C,.5alkynylR'° (wherein R'"* is as defined herein); 

8) (CH3)„R^' (wherein n is an integer from 0 to 5 and R^' is a phenyl group, a pyridone 
group or a 5 or 6 membered aromatic heterocyclic group with 1 to 3 heteroatoms selected 
from O, N and S. which phenyl, pyridone or aromatic heterocyclic group may carry up to 5 

20 substituents selected from hydroxy, halogeno. C.^alkyl, C.^alkoxy, C.^hydroxyalkyl. C,. 
ahydroxyaikoxy, carboxy, cyano. CONR^^R" and NR^^COR'' (wherein R'", R". R^^ and 
R'\ which may be the same or different, each represents hydrogen. C,^alkyl or C,. 
jalkoxyCj.jalkyl); 

9) C,.,alkenylR" (wherein R^' is as defined herein); 
25 1 0) Q.^alkynylR^' (wherein R" is as defined herein); 

1 1) C,.jalkylX*R^' (wherein X* represents -0-. -S-, -SO-, -SO,-, -NR^CO-, -CONR"- - 
SO,NR«.. -NR-SO,. or -NR-. (wherein R- R". R-. R^'' and R- each independently 
represents hydrogen, C,,alkyl or C,.3a]koxyC,.3alkyi) and R^' is as defined herein): 

12) Q.jalkenylX'R^' (wherein X' represents -0-, -S-. -SO-, -SO,-, -NR"CO-, -CONR'*-, - 
30 SO,NR--, -NR-SO,- or -NR"- (wherein R- R-. R- R- and R« each independently 

represents hydrogen. C,.,alkyl or C,.,aIkoxyC:.3alkyl) and R^' is as defined herein): 
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13) C.jalkynylX'R" (wherein X' represents -0-. -S-. -SO-. -SO,-. -NR"CO-. -CONR-"- 
SO,NR".. -NR"SO,- or -NR-- (wherein R*. R« R« R« and R» each independently 
represents hydrogen. C,,alkyl or C,3alkoxyC.,allcyI) and R^' is as defined herein): 

14) C,.3alkylX'C,.3alkylR" (wherein X' represents -0-. -S-. -SO-. -SO,-. -NR^'CO-. - 
5 CONR'-'.. -SO,NR"-, -NR^SO;- or -NR"- (wherein R". R« R". R- and R» each 

independently represents hydrogen. C,.,alkyl or C,.,alkoxyC„alkyl) and R^' is as defined 
herein))]; 

and salts thereof, in the manufacture of a medicament for use in the production of an 
antiangiogenic and/or vascular permeability reducing effect in a warm-blooded animal such 
10 as a human being. 

2. A compound of the formula I as defined in claim I with the proviso that where 
m is I. R> is meta-hydroxy and with the further proviso that the compound of formula I is 
not 4-(2.6-dimethylphenoxy).6.7-dimethoxycinnoline: and salts thereof, for use as a 

15 medicament. 

3. A compound of the foimula I as defined in claim 1 with the proviso that where 
m is K R' is meta-hydroxy and with the further proviso that the phenyl group bearing (R')„ 
is not 3.4-dimethylphenyl and that when the phenyl group bearing (R')„ is 2.5- 

20 dichlorophenyl, 3,5-dichlorophenyl. 2.3.dichlorophenyl. 2.4-dichlorophenvl. 3.4- 
dichlorophenyl. 2,6-dichlorophenyl. 2.6-dime.hylphenyl. 2-bromo-4-chlorophenvl. 4- 
bromo-2-chlorophenyl. 2-bromo-4-methylphenyK 2-chloro-4-methylphenvl. 2.chloro-4- 
hydroxyphenyl, 3-chloro-4-hydroxyphenyl. 3.5-dichloro-4-hydroxyphenyl. 2.5-dichloro-4- 
hydroxyphenyl or 5-chloro-2-methylphenyl, Z is -NH-; and salts thereof 

25 

4. A cinnoline derivative as claimed in claim 3 wherein R- is hydrogen. 

5. A cinnoline derivative as claimed in claim 3 or claim 4 wherein Z is 

-NH-. 



30 
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* to " 

6. A cinnoline derivative as claimed in any one of claims 3 to 5 wherein R' is 
methoxy. 

7. A cinnoline derivative as claimed in any one of claims 3 to 6 wherein the 

5 phenyl group bearing (R^)„ is 2-fluoro-5-hydroxy.4-methylphenyl. 4-chIoro-2-fluoro-5- 
hydroxyphenyK 4-chloro-3-hydroxyphenyl. 4-bromo-3-hydroxyphenyl. 3-hydroxy-4- 
methylphenyl.or 4-bromo-2-nuoro-5-hydioxyphenyl group. 

8. A cimioline derivative as claimed in any one of claims 3 to 7 wherein R' is 

1 0 hydroxy, halogeno. nitro, trifluoromethyl, C,3alkyl, cyano, amino or a group R'-X' 

(wherein X' is as defined in claim 1 and R' is selected from one of the following founeen 
groups: 

1) C.^alkyl. Cjjhydroxyalkyl, C.^fluoroalkyl, C,.,aminoalkyl; 

2) C,.,alkylX'COR" (wherein X' is as defined in claim 1 and R» represents C, ,alkyl 

15 NR"R"orOR"(whe,einR",R"andR"whichmaybe,hesameordifTerentareeachC,. 
jalkyl or C,.jalkoxyethyl) with the proviso that when X' is -0-, R" is not OR"); 

3) Cj^alkylX'R" (wherein X' is as defined in claim 1 and R" represents C,.3alkyl, 
cyclopentyl, cyclohexyl, pyrrolidinyl and piperidinyl which group is linked to X^ through a 
carbon atom and which C,,alkyl group may bear one or two substituents selected from 

20 oxo, hydroxy, halogeno and C^lkoxy and which cyclopentyl, cyclohexyl. pyrrolidinyl or 
piperidinyl group may carry one substituent selected from oxo. hydroxy, halogeno. C,. 
jalkyl. C,.,hydroxyalkyl and C|.jalkoxy); 

4) C„alkylX'C,.,alkylX'R" (wherein X' and X' are as defined in claim I and R« 
represents hydrogen or C|.jalkyl); 

25 5) C,,alkylR» (wherein R" is a group selected from pyrrolidinyl, piperazinyl, piperidinyl, 
l.3^ioxolan-2-yl, l,3Klioxan-2-yl. 1.3-dithiolan-2-yl and l,3-dithian-2-yl, which group is 
linked to C^alkyl through a carbon atom and which group may cany one or two 
substituents selected from oxo, hydroxy, halogeno. C,.,alkyl, C,.,hydroxyalkyl and C, 
:alkoxy) or Q.alkylR- (wherein R" is a group selected from morpholino. thiomorpholino, 

30 pyrrolidin-l-yl. piperazin-l-yl and piperidino which group may carry one or two 
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substiiuenis selected from oxo. hydroxy, haiogeno. C,.3alkyl. C,.,hydroxyaIkyl and C,. 
_,aIkoxy); 

6) C,_,aIkenylR*' (wherein R*' represents R*' or R" as defined herein); 

7) Cj^alkynylR*' (wherein R^' represents R" or R" as defined herein): 

5 8) (CHAR'' (wherein n is an integer from i to 3 and R^' is a pyridone group or a 5 or 6 
membered aromatic heterocyclic group with I to 2 heteroatoms selected from 0. N and S. 
of which one is N which pyridone or aromatic heterocyclic group may be substituted with 
one substituent selected from haiogeno. C,.,alkyl, C,.alkoxy, C,.,hydroxyalkyl, C, 
,hydroxyalkoxy, carboxy, cyano, CONR^R" and NR^'COR'^ (wherein R^-. R". R'^ and 
1 0 R'\ which may be the same or different, each represents hydrogen, C, ,aikyl or C,. 
^alkoxyethyl)); 

9) l-R^'but-2-en-4-yl (wherein R^' is as defined herein); 

10) l.R^'but-2-yn-^-yl (wherein R^' is as defined herein); 

H) C,.,aikylX'^R^' (wherein X* is as defined in claim I and R^' is as defined herein); 
1 5 12) l-(R''X')but-2-en-4-yl (wherein X^ is as defined in claim i and R^' is as defined 
herein); 

13) l-(R^'X*)but-2-yn-4-yl (wherein X» is as defined in claim 1 and R^' is as defined 
herein); 

14) C^.^alkylX'C^alkylR^' (wherein X' is as defined in claim 1 and R^' is as defined 
20 herein)). 

9. A cinnoiine derivative as claimed in any one of claims 3 to 8 wherein R^ is 
hydroxy, C,3alkyl, amino, or a group R^X' (wherein X' is as defined in claim 1 and R^ is 
methyl, ethyl, trifluoromethyi, 2,2,2^trifluoroethyl. 2-hydroxyeth;i, 3-hydroxypropyl. 2- 
25 methoxyethyl, 3-methoxypropyI, 2-(meihylsulphinyi)ethyl, 2.(methylsuIphonyI)ethyl. 2- 
(N.N-dimethylsulphamoyl)ethyl, 2-(N-methylsulphamoyl)ethyl. 2-suIphamoylethvl. 2- 
(N,N.dimethylamino)ethyl. 3-GsLN.dimethyIamino)propyI, 2-morphoiinoethyl, 3- 
morpholinopropyl. 2-piperidinoethyl, 3-piperidinopropyI, 2-(pipera2in- I -yl)ethyl. 3- 
(piperazin-l-yI)propyUKpyrTolidin-l.yl)ethyL3-(pyrrolidin.l.yl)p„^ 
30 yl)methyl. 2.(I.3-dioxolan-2-yI)ethyl. 2-(2-methoxyethyIamino)ethyl. 2-(2- 
hydroxyethylamino)ethyK 3-(2-methoxyethylamino)propyL 3-(2- 
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hydroxyethyIamino)propyL 2-methylthia2ol-4.yImethyI. 2.acetamidothia2oI-4-yImethyI, 1- 
methyIimidazol.2-yImethyl. 2.(imidazol.l-yj)ethyI, 2-(l,2,3-tria2ol.l.yl)ethyK 2-(K2,3- 
triazol.2-yl)ethyL 2.(U2.4-triazol-l.yl)ethyK 2.(1,2. 4-iria2ol-4-yI)ethyl, 4.pyridylmethyl. 
2-(4-pyridyl)ethyK 3-(4-pyridyl)propyl, 2-(4.pyridyloxy)ethyl, 2-(4.pyridylamino)ethyL 2- 
5 (4-oxo-1.4.dihydro-I-pyridyl)ethyl ar2.thiomorpholinoethyl, 3-thiomorpholinopropyl, 2- 
(2.methoxyethoxy)ethyl, 2-(4.niethylpipera2in-l-yI)ethyl or 3-(4-methyIpipera2in.l. 
yOpropyl). 



10. A cinnoline derivative as claimed in any one of claims 3 to 9 wherein is 
10 methyK ethyl, trifluoromethyl, 2,2.2.trifluoroethyI, 2-hydroxyethyl, 3.hydroxypropyK 2- 
methoxyethyi. 3-methoxypropyl, 2-(methylsulphinyl)ethyl, 2-(methylsulphonyI)ethyK 2- 
(N,N.dimethylsuIphamoyl)ethyL 2-(N-methylsulphamoyl)ethyl, 2-siilphamoylethyl, 2- 
(N,N-dimethylamino)ethyl, 3-(N,N-dimethylamino)propyl, 2-morphoiinoethyl. 3- 
morpholinopropyl, 2.piperidinoethyl, 3-piperidinopropyl, 2-(pipera2in-l-yl)ethyI, 3- 
15 (piperazin-l-yOpropyl, 2-(pyrTolidin.I-yI)ethyl, 3-(pyrToIidin.l.yl)propyl, 2-( i ,3-dioxoIaii- 
2-yl)methyI, 3-(I,3^ioxolan-2-yl)ethyl, 2-(2-meihoxyethyIamino)ethyI, 2-(2- 
hydroxyethylamino)ethyI, 3-(2-methoxyethyIamino)propyI, 3-(2- 

hydroxyethylamino)propyl, 2-methylthiazoM-yimethyU 1 -methylimidazoI-2-ylmethyl, 4- 
pyridylmethyl, 2.{4.pyridyl)eihyl or 3-(4-pyridyi)propyL 

>0 

1 1 . A cinnoline derivative as claimed in any one of claims 3 to 7 wherein is a 
group R'-X' in which R' is as defined in claim 1 and X' represents -O-, -S-. -NR*CO- 
(wherein R' represents hydrogen or methyl) or NR 



25 



12. A compound of the formula lb: 
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R-"'.X"' 

(lb) 

wherein R"> is hydrogen. C,.3alkoxy, or halogeno; R* is hydrogen; X'" is -0-: R'" is C 
,allcyl, 2-(C,.,alkoxy)ethyl. benzyl, 4-pyridyl(C,.,alkyl), moipholino(C,.3alkyl), 

10 pyrrolidino(C,,alkyl), 2-methyl.hiazol-4-yl{C,,alkyl). l-methylimidazol-2-yl(C,.,alkvl) 
and 2-((C,,alkoxy)(C,,alkoxy))ethyl; is -NH- or -0-; mb is 2 or 3: and the phenyl g„,up 
bearing (R^')„, is selected frotn: 3-hydroxy-4-methylphenyl. 4-chloro-2-fluorophenyl. 4- 
brorao-2-fluon>phenyl,4-chloro-2-fluon)-5-hydroxyphenyl.5-acetoxy-4-chloro-2- 
fluorophenyl, 2-nuoro-5-hydroxy-4-methylphenyl and 4-bromo-2-fluoro-5-hydroxyphenyl: 

IS and salts thereof. 

13. A cinnoline derivative as claimed in claim I selected from: 
4-(4-chloio-2.fluoro-5-hydroxyanilino)-6-methoxy-7-(2-methoxyethoxy)cinnoIine, 
4-(4-bromo-2-fluoro-5-hydroxyanilino)-6-methoxy-7-(2-methoxyethoxy)cinnoline. 
20 4-(2-fluoro-5-hydroxy-4.methylanilino)-6-methoxy-7-(2-methoxyethoxy)cinnolinc. 
4-(2-nuoK,-5-hydroxy-4-methylaniIino)-6-methoxy-7-(3-moT,hoiinopropoxy)cinnoline. 
4-(2-fluoro-5-hydroxy-4.methylanilino)-6-methoxy-7-((2-methylthiazol-4- 
yl)methoxy]cinnoline, 

4-(2-fluoro-5-hydroxy-4-methylanili„o)-6-methoxy-7-(3.py,Tolidinopropoxy)cinnoline 

25 and salts thereof. 



14. A cinnoline derivative as claimed in any one of the claims 3 to 1 3 in the form 
of a pharmaceutically acceptable salt. 



30 15. A process for the preparation of a cinnoline derivative of formula I or salt 

thereof (as defined in claim 3) which comprises: 
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(a) the reaction of a compound of the fonnula III: 
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10 



(III) 



(wherein R', and R^ are as defined in claim 1 and L' is a dispiaceable moiety), with ^ 
compound of the formula IV: 

.^R^)m 



15 




ZH 



(IV) 

(wherein Z is as defined in claim 1 and and m ar^ as defined in claim 3) whereby to 
obtain compounds of the formula I and salts thereof; 

(b) for the preparation of compounds of fonnula I and salts thereof in which the 
of fonnula Ila: 



25 




(Ila) 

(wherein R^ and m are as defined in claim 3) represents a phenyl group carrying one or more 
hydroxy groups, the deprotection of a compound of fonnula V: 
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(V) 



wherein R'. R^ and 2 a« as defined in claim 1. R' and m are as defined in clain. 3 P 
10 representsaphenolicl,ydroxy protecting gn>upandp'isan integer from 1 to 5 equal to the 
number of protected hydroxy groups and such that m-p' is equal to the number of R^ 
substituents which are not protected hydroxy; 

(c) for the preparation of those compounds of formula 1 and salts thereof wherein the 

subsdtuemR^r^resentsR'-X- in whichR' is as defined inclaim 1 andX' is -O- -S-or- 
.5 NR'^ (wherein R- is as defined in claim 1), the reaction of a compound of the forn:ula VI- 



20 




wheremX - as defined herein, R'. R^ and Z a« as defined in claim 1 and R^ and m are as 
defined m claim 3 with a compound of formula VII: 

25 

R'-L' (VII) 
wherein R' is as defined in claim I and L' is as defined herein; 

(d) for the preparation of those compounds of the formula 1 and salts thereof wherein 
the subsUtuent R' represents R^X" the reaction of a compound of the formula VIII: 
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with a compound of the formula IX: 



(VlII) 



(OC) 



»0 R'-X'-H 

(wherein R', R^ R^ 2 and X' are all as defined in claim 1 . R^ and m are as defined in claim 
3 and L' is as defined herein; 

(e) for the preparation of those compounds of the formula I and salts thereof wherein 
R' represents R'-X' in which X' is as defined in claim 1 and R^ is C,.,alkylR**, (wherein R^ 
1 5 is selected from one of the following four groups: 

1) X"'C,.3alkyl (wherein X'*' represents -0-, -S-, -SO^-, NR"CO, NR^SO, or NR*' (wherein 
R", R** and R*^ each independently represents hydrogen, C,.3alkyl or C.oalkoxyC.jalkyl)); 

2) NR'^R^ (wherein R" and R" which may be the same or different are each hydrogen, C,. 
jalkyl or Ci.jaJkoxyCj.^alkyl); 

20 3) X"C,.,alkylX'R2^ (wherein X" is -O-, -S-, -SO,-. NR^'^CO. NR"SO, or NR" (wherein 
R'^ R'' and R'^ each independently represents hydrogen, C,.3alkyi or Ci.jalkoxyC^.jalkyl) 
and X' and R" are as defined in claim 1); and 

4) an aromatic heterocyclic group selected from pyrrolyK imidazolyl, pyrazolyl and 
triazolyl (which aromatic heterocyclic group is linked to the C.^^alkyl moiety via a nitrogen 

25 atom of the heterocyclic ring and which aromatic heterocyclic group may cany up to 4 
substituents selected from halogeno, C,^alkyl, C.^alkoxy, C^hydroxyalkyK C,. 
^hydroxyaikoxy, carboxy, cyano, C0NR"R" and NR^COR'' (wherein R", R", R'* and 
R'*, which may be the same or different, each represents hydrogen or C.^alkyl)), or a 5 or 6 
membered saturated heterocyclic group with one or two heteroatoms, of which one is 

30 nitrogen and the other one may be selected independently from O. S and N. (which 

heterocyclic group is linked to the C,.,alkyl moiety via a nitrogen atom of the heterocyclic 
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group and which heterocyclic group may bear one or two substituents selected from 
halogeno, C,,alkyl. C.^hydroxyalkyl and C,,alkoxy)), by reacting a compound of the 
formula X: 



l'-r"-x' 




(X) 

(wherein X', R', and 2 are as defined in claim 1 , R' and m are as defined in claim 3. L' 
IS as defined herein and R" is C,,alkyl) with a compound of the formula XI: 

10 DM u 

^ (XI) 
(wherein R" is as defined herein); 

and when a salt of a cimioline derivative of formula I is required, reaction of the compound 
obtained with an acid or base whereby to obtain the desired salt. 

15 16. A pharmaceutical composition which comprises as active ingredient a 

cim,oline derivative of formula I or a pharmaceutically acceptable salt thereof as claimed in 
any one of claims 3 to 14 in association with a phannaceutically acceptable excipient or 

earner. 



20 1 7. A method for prtxiucing an antiangiogenic and/or vascular permeability 

reducing effect in a warm-blooded animal in need of such treatment which comprises 
administering to said animal an effective amount of a compound of formula I or a 
phaimaceutically acceptable salt thereof as claimed in claim 1. 
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[(i) evaporations were carried out by rotary evaporation jn vacuo and work-up 
procedures were carried out after removal of residual solids such as drying agents by filtration: 
(ii) operations were carried out at ambient temperature, that is in the range 1 8-25T 
and under an atmosphere of an inert gas such as argon; 
5 (iii) column chromatography (by the flash procedure) and medium pressure liquid 

chromatography (MPLC) were performed on Merck Kieselgel silica (Art. 9385) or Merck 
Lichroprep RP-18 (Art. 9303) reversed-phase silica obtained from E. Merck. Darmstadt, 
Germany; 

(iv) yields are given for illustration only and are not necessarily the maximum 
10 attainable: 

(v) melting points are uncorrected and were determined using a Metiler SP62 
automatic melting point apparatus, an oil-bath apparatus or a Koffler hot plate apparatus. 

(vi) the structures of the end-products of the formula I were confirmed by nuclear 
(generally proton) magnetic resonance (NMR) and mass spectral techniques: proton magnetic 

1 5 resonance chemical shift values were measured on the delta scale and peak multiplicities are 
shown as follows: s. singlet; d, doublet; t, triplet: m. multiplet: br. broad; q, quartet: 

(vii) intermediates were not generally fully characterised and purity was assessed by 
thin layer chromatography (TLC), high-performance liquid chromatography (HPLC). infra-red 
(IR) or NMR analysis; 

20 (viii) petroleum ether refers to that fraction boiling between 40-60°C 

(ix) the following abbreviations have been used:- 

DMF NLN-dimethylformamide 
DMSO dimethylsulphoxide 
TFA trifluoroacetic acid.] 

Example 1 

A solution of 4^hloro-6,7-dimethoxycinnnoline hydrochloride (0.6g, 2.3mmol), 3- 
hydroxy-4-methylaniline (0.425g. 2.5mmol) and triethylamine (800^1. 6mmol) in DMF ' 
30 (lOmI) was refluxed for 1 hour. The solution was cooled and poured directly onto a Diaion 
(trade mark of Mitsubishi) HP20SS column and elution was performed with acetonitrile/water 
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(4/6) to give, after evaporation of the solvent. 4-(3-hydroxy-4-me.hylaniIinoH5,7- 
dlmethoxycinnoline (220mg, 3 1 %) as a cream solid, 
m.p. 240-244''C 

'H NMR Spectrum: (DMSOdJ2.I5(s. 3H); 3.97(s. 3H); 3.99(s. 3H): 6.73rd. IH); 6 85(s 
5 IH): 7.14(d, IH); 7.52(s. IH); 7.69(s. IH); 8.73(s. IH); 8.81(s. IH): 9.6(s. IH) 
MS -ESI: 312 [MH]- 

Elemental analysis: Found c 62.2 H 5.8 N 13 1 

C„H„N,0, 0.9H,O Requires C 62.3 H 5.8 N 12.8% 

' 0 TTie staning material. 4-chloro-6.7-dime.hoxycim,oline hydrochloride was obtained 

by heating a solution of 4-hydroxy-6,7.iime.hoxycinnoline (Ig, 4.8mmol) in thionvl chloride 
(20ml) containing DMF (2drops) at reflux for 3 hours. After cooling and evaporating the 
excess thionyl chloride, the solid was triturated with ether and filtered to give 4.chloro-6.7. 
dimethoxycinnoline hydrochloride ( 1 .2g, quantitative). 
1 5 The starting material. 4-hydroxy-6,7-dimethoxycim,oline was obtained by adding a 

solution of sodium nitrite (1 .9g, 27mmol) to a solution of 2-amino-4,5- 
dimethoxyacetophenone (5g, 0.025mol) in acetic acid (90ml) and sulphuric acid 
(1 5mn at a rate to maintain the temperamre below 20-C. The mixture was heated at 80»C for 
90 minutes. After cooling and concentrating the solution to half its original volume the 
20 residue was poured into ether (800ml). The solid was collected by filtration and suspended in 
water (200ml). After adjusting to pH7 with sodium hydroxide the solid was filtered, washed 
with water, methanol and methylene chloride to give 4-hydroxy-6.7.dimethoxycim,oline 
(4.5g. 87%). 

25 Example 2 

A solution of 4-chloro.6-methoxy-7-(2-methoxyethoxy)cim,oline (0.4g, l.Smmol) 
and 3.hydroxy-4-methylaniline (0.2g, 1 .6mmol) in DMF (5ml) was heated at 1 50<>C for 20 
minutes. After cooling, isopropanol (I5ml) was added and the resulting solid filtered off. 
washed with isopropanol and dried under vacuum to give 4-(3.hydroxy^mef hylanaino)-6- 
30 melhoxy-7.(2-mefhoxyethoxy)ci„„oUne as the hydn,chloride salt (yellow solid 537mg 
91%). 
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'H NMR Spectrum: (DMSOd.; CF,COOD) 2.38(s. 3H): 3.S5(s. 3H); 3.95(1, 2H); 4.2(s. 3H); 
4.5ft, 2H); 7.05(d. IH); 7.1{s. IH); 7.4(d. IH); 7.52rs. IH): 8.2(s. IH); 8.55(d. IH) 
MS - ESI: 356 [MH]* 

Elemental analysis: Found c 58.4 H 5.9 n 10.9 

5 CijHj.NjO, IHCI Requires C 58.2 H 5.7 N 10.7% 

The starting material 4-chloro-6-methoxy-7-(2-methoxyethoxy)cinnoline was 
obtained by heating a solution of 4.hydroxy-6-methoxy-7-(2-methoxyethoxy)cim,oline (7.8g, 
0.03 Imol) in thionyl chloride (130ml) containing DMF (0.8ml) at 80»C for 2 hours. After 

10 dilution with toluene, the mixture was evaporated to dtyness. The resulting solid was filtered 
off. washed with ether, and then dissolved in ethyl acetate. The ethyl acetate solution was 
washed with saturated aqueous sodium hydrogen carbonate solution and then brine, dried 
(MgSOJ and the solvent evaporated. The residue was purified by Hash chromatography 
using methylene chloride/ethyl acetate (1/9) as eluent to give 4-chloro-6-methoxy-"7-(2. 

1 5 methoxyethoxy)cinnoline (6.2g, 74%). 
m.p. 171-173'>C 

The starting material 4-hydroxy-6-methoxy-7-(2-methoxyethoxy)cinnolinc was 
obtained by adding a solution of sodium nitrite (3.9g. 0.056mol) in water (5ml), dropwise. to 
asolution of 2-amino-^(2-methoxyethoxy)-5-methoxyacetophenone (I2.18g. 0.05mol) in 
20 acetic acid (180ml) and sulphuric acid (30ml). After stimng for 90 minutes at 80°C the 

solution was concentrated to half its original volume and poured into ether (800ml). The solid 
was collected by f.lu^tion and suspended in water (400ml). After adjusting to pH7.6 with 2M 
aqueous sodium hydroxide solution the resulting solid was filtered off and washed with ether 
to give 4-hydroxy-6-methoxy-7-(2-methoxyethoxy)cinnoline (8g, 62%). 
25 m.p. 232-23400 

The staning material, 2-amino-4-(2-methoxyethoxy).5-methoxyacetophenone was 
obtained by adding iron powder (lOg, O.]8mol). in portions, to a solution of 2-nitro-4-(2- 
melhoxyethoxy)-5.methoxyacetophenone (17.3g, 0.064molj in acetic acid (80ml) heated at 
lOO'C. After stirring for 30 minutes at IOO«C. the mixture was cooled and water (20ml) was 
30 added. The mixture was extracted with ethyl acetate, the combined extracts were washed with 
water, saturated sodium carbonate solution and brine and then dried (MgSO,) and the solvent 
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evaporated. The residue was purified by flash chiomaiography using methylene 
chloride/ethyl acetate (8/2 followed.by 75/25) as eluent to give 2-amino-4-(2- 
methoxyethoxy)-5-methoxy-acetophenone (12.52g. 81%). 
ni.p. 99-1 ore 

5 The starling material. 2-nitro-4-(2-methoxye.hoxy)-5-methoxyaeetophenone. was 

obtained by adding 3-methoxy-4-(2-methoxyethoxy)acetophenone(l8.1g,0.08mol) in 
ponions over 50 minutes to a solution of 69.5% nitric acid (163ml) cooled to 2-0. After 
stirring for 2 hours at ambient temperature, the reaction mixture was poured onto ice and 
extracted with ethyl acetate. TT,e organic layer was washed with water and brine, dried 
1 0 (MgSO,) and the solvent evaporated. The residue was purified by flash chromatography 
using methylene chloride/ethyl acetate (95/5) as eluent to give 2-nitro-4.(2-methoxyethoxv,. 
5-methoxyacetophenone (17.4g, 80%) as a pale yellow solid. 
m.p. I20-124°C 

The starting material. 3-methoxy-4-{2-methoxyethoxy)acetophenone, was obtained 
15 by heating a solution of 4-hydroxy.3-methoxyace,ophenone (20g. 0.12mol) and. bromomethvl 
methyl ether(12.4ml. 0.13mol) in DMF (400ml) containing potassium carbonate (49.8g. 
0.36mol) at SO-C overnight. After cooling, the reaction mixture was diluted with water Ind 
adjusted to pH2. After extraction with ethyl acetate, the organic layer was washed with brine, 
dried (MgSO,) and evapomted. The residue was purified by flash chromatography using 
20 petroleum ether/ethyl acetate (6/4 followed by 1/1) as eluent to give 3-methoxy-4-(2- 
methoxyethoxy)acetophenone (2 1 .8g. 8 1 %). 
m.p. 84-86°C 

Example .1 

25 A solution of 4-chloro-6-methoxy-7.(2-methoxyethoxy)cimioline (0.4g, 1 .5mmol). 

(prepared as described for the starting material in Example 2). and 4-chloro-2-fluoroaniline 

(282M1, 2.5mmol) in DMF (5ml) was treated as described in Example 2. to give 4-(4-chloro- 

2-nnoroanilino)-6.methoxy-7-(2-me.hoxye.hoxy)cinnoline as the hydrochloride salt 
(450mg, 72%). 

30 m.p. 279-28 rc 
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'H NMR Spectrum: (DMSOd,; CF3COOD)3J5(s. 3H); 3.8(t. 2H): 4.05(s. 3H): 4.4ft. 2H): 
7A(s. IH); 7.5(d. IH); 7.7(t, IH); 7J5(d, IH); 8,05(s. IH); 8.3(s, IH) 
MS - ESI: 378 [MH]* 

Elemental analysis: Found C 52.1 H 4.5 N 10.2 

5 C.^HpN^OjClF IHCl Requires C 52.2 H 4.4 N 10.1% 

Example 4 

4-Chloro-6-methoxy-7-(2.methoxyeihoxy)cinnoline (0.3g, 1 .Immol). (prepared as 
described for the starting material in Example 2), was added to a solution of 2.4- 

10 dihydroxytoluene (Ig. 8mmol) and potassium hydroxide (72mg, 1.3mmol) heated at ISCC. 
After stirring for 1 0 minutes at 1 50°C. the mixture was allowed to cool and then partitioned 
between ethyl acetate and water. The pH was adjusted to 6 and the organic layer was washed 
with water and brine and dried (MgSO,) and evaporated. The solid was filtered off. washed 
with ether and dried under vacuum to give a 1/1 mixture of 4-{3-hydroxy-4-raethylphenoxy)- 

1 5 6-methoxy-7-(2-methoxyethoxy)cinnoline and 4-(3-hydroxy-2-niethylphenoxy)-6- 
methoxy-7-(2-inethoxyethoxy)cinnoline (150mg, 38%). 

'H NMR Spectrum: (DMSOd.; CD,COOD) 2.05 and 2.1(sx2, 3H); 3.35(s. 3H): 3.8 ft. 2H); 
4.1 and 4.15 (sx2, 3H); 4.45(t. 2H); 6.75(m. IH); 6.85(m. IH); 7.25(d. IH); 8.25(d. IH): 7.7- 
7.8(m. 2H); 8.52 and 8,65(sx2. 1 H) 
20 MS-ESI:357[MHr379[MNar 

Elemental analysis: Found C 64.2 H 5.9 N 7.7 

C„H,oN,05 Requires C 64.0 H 5.7 N 7.9% 

The starting material 2,4-dihydroxytoluene was prepared by adding boron tribromide 
25 (3.1ml. 3.2mmol) to a solution of 2.4-dimethoxytoluene (Ig. 6.5mmol) in pentane (lOmI) at 
-70°C. TTie reaction mixture was allowed to warm to ambient temperature and the mixture 
stirred for a further 2 hours. Ice water and ethyl acetate were then added and the aqueous 
layer basified to pH9.5 with 2M aqueous sodium hydroxide solution. After stirring for 10 
minutes, the organic layer was separated and the aqueous layer extracted with ethyl acetate. 
30 The combined organic extract was washed with brine, dried (MgSO.) and the solvent removed 
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by evaporation. The residue was purified by flash chromatography eluting with methylene 
chloride/ethyl acetate (9/1) to give 2.4-dihydroxy.oluene (759m8, 94%) as a white solid. 

Example 5 

5 A solution of 4-chioro-6-methoxy-7-(2-methoxyethoxy)cinnoline (0.2g, 0.7W1) 

(prepared as described for the staning material in Example 2), and 4-bromo-2-fluoroaniline 

(ISSmg, 0.82mmol) in DMF (2.5ml) was heated at ISO-C for 45 minutes. After cooling to 

ambient temperature the mixture was treated as described in Example 3 to give 4-(4-bromo-2- 

nuoroaniImo)-6-methoxy.7-(2-i„e.hoxyethoxy)cin„„li„e as the hydrochloride salt (150mc 
10 44%). ^' 

m.p. 278-28 1°C 

'H NMR Spectrum: (DMSOd.; CF,COOD) 3.3 8(s. 3H); 3.85(t. 2H); 4.1(s. 3H); 4.4(,. 2H)- 
7.45(s, IH): 7.65(dd. IH); 7.65(s. IH); 7.9(d. IH); 8.1(s, IH); 8.35(s. IH) 
MS - ESI: 422 [MH]* 
15 Elemental analysis: Found C 47.3 H 4.1 N 8.9 

C„H„NABrF IHCI Requires C 47.1 H 4.0 N 9.2% 

Example 6 

A solution of 7-benzyloxy-4-chloro.6-methoxycirmoline hydrochloride (3.4g, 
20 I Ommol) and 4-chloro-2-fluoro-5-hydroxyaniline. (prepared as described in EP 061 74l' A2) 
(1.84g, I Immol) in DMF (42ml) was heated at I30<>C for 20 minutes. The resultine solid was 
filtered off. washed with isopropanol. ether and dried under vacuum to give 7-benzyIoxy.4- 

(4.chloro-2-nuoro-5-hydroxyanili„o)-6.metho,ycinnoli„e as the hydrochloride salt (yellow 
solid. 3.5g, 75%). 

25 m.p. 280-284»C 

■H NMR Spectrum: (DMSOd.) 4.05(s, 3H); 5.4(s, 2H): 7.2(d. IH); 7.4-7.5(m, 3H); 7.5- 
7.55(m, 3H); 7.68(d, IH); 8.2(s. IH); 8.35(s, IH) 
MS - ESI: 426 [MH]* 

Elemental analysis: Found C 57.4 H 4.2 n 9 5 

30 C,H„N,0,C1F IHCl Requires C 57.2 H 3.9 N 9.1% 
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The starting material. 7-benzyloxy-4-chloro-6-methoxycinnoIine hydrochloride, was 
obtained by heating a solution of 7.benzyloxy-4-hydroxy-6-methoxycinnoline (llg, 39imnoi) 
in thionyl chloride (180ml) containing DMF (Iml) at reflux for 1 hour. After cooling, excess 
thionyl chloride was removed by evaporation and azeotroped with toluene. The residue was 
5 triturated with ether, filtered off. washed with ether and dried under vacuum to give 7- 

benzyloxy-4-chloro-6-methoxycinnoline hydrochloride as a cream solid (13.6g, quantitative). 

The starting material 7-ben2yloxy.4-hydroxy-6-methoxycinnoline was obtained by 
dropwise addition of a solution of sodium nitrite (4.9g, 0.072mol) in water (10ml) to a 
solution of 2-amino-4-benzyloxy-5-methoxyacetophenone ( 1 63g 0.06mol) in acetic acid 
10 (250ml) and 70% sulphuric acid (7.3ml). After stirring for 30 minutes, triethylamine (25ml) 
was added and stirring was continued for 6 hours. After adjusting to pH3.2 with 2M aqueous 
sodium hydroxide solution, the solid was filtered off washed with water, ether and dried 
under vacuum to give 7-benzyloxy-4-hydroxy-6-methoxycinnoline ( 1 2.76g, 75%) as a brown 
solid. 

15 m.p. 262-264°C 

The starting material 2-amino.4-benzyloxy-5-methoxyacetophenone was obtained 
by adding powdered iron (520mg, 93mmoI) to a solution of 2-nitro-4-benzyloxy.5- 
methoxyaceiophenone (Ig, 3.3mmol) in acetic acid (5ml) heated at \00-C. After 30 minutes, 
the reaction mixture was cooled to ambient temperature and diluted with water After 
20 extraction with ethyl acetate the organic layer was washed with water, brine, dried (MgSO,) 
and the solvent evaporated. The residue was purified by flash chromatography using 
petroleum ether/ethyl acetate (3/1 ) as eluent to give 2-amino-4.benzyloxy-5- 
methoxyacetophenone (629mg, 70%) as a yellow solid, 
m.p. 139-141 '^C 

25 The staning material 2-nitro-4-ben2yloxy-5-methoxyacetophenone was obtained by, 

addition of asuspension of tin(IV)chloride (15.8ml, O.Hmol) and 69.5% nitric acid (9.1mL 
0.2moi) in methylene chloride (1 1 0ml), dropwise over a period of 20 minutes, to a solution of 
4-ben2yloxy-3-methoxyacetophenone (28.9g. 0.1 Imol) in methylene chloride (400ml) cooled 
at -35^C. 

30 After stirring for 20 minutes at -25*'C, the mixture was warmed to ambient 

temperature and poured onto ice/water ( 1 litre). After extraction with methylene chloride the 
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organic layer was washed with brine, dried (MgSO,) and the solvent evaporated. The residue 
was purified by flash chromatography using petroleum ether/ethyl acetate (7/3) as eluem to 
give 2-nitro-4-benzyloxy-5-methoxyacetophenone (27g, 76%) as a yellow solid. 
m.p. I34-136''C 

5 The starting material. 4-ben2yloxy-3-methoxyacetophenone, was obtained by 

heating a solution of 4-hydroxy-3-methoxyacetophenone (20g. O.I2mol). benzyl bromide 
(15.7ml. 0.13mol) and potassium carijonate (49.8g, 0.36mol) in DMF (400ml) at 40°C 
overnight. After cooling, the mixture was diluted with water, acidified to approximately pH3 
and extracted with ethyl acetate. The organic layer was washed with brine, dried (MgSO.) 
1 0 and the solvem evaporated. The residue was purified by flash chromatography using 
petroleum ether/ethyl acetate (8/2 followed by 65/35) as eluent to give 4-benzyioxy-3- 
methoxyacetophenone (30.3g, 99%). 
m.p. 86-88''C 

15 Example 7 

Acetic anhydride (920^1. 9.7mmol) and 4-dimethylaminopyridine (80mg, 
O.65mmol) were added to a suspension of 7-benzyloxy-4-(4-chloro-2-fluoro-5- 
hydroxyanilino)-6-methoxycinnoline (3g, 6.5mmol), (prepared as described in Example 6), in 
pyridine (50ml). After heating at I lO'C for 25 minutes, the solid was filtered off. washed 
20 with water and ether and dried under vacuum. The solid was suspended in 2M ethereal 

hydrogen chloride and the volatiles removed by evaporation to give 4-(5-acetoxy-4-chloro-2- 
nuoroaniliiio)-7-beiiwloxy-6.methoxycinnoline as the hydrochloride salt (yellow solid. 
3.1g,94%). 

m.p. 240-247°C 

25 'H NMR Spectrum: (DMSOd.) 2.35(s, 3H); 4.05(s, 3H); 5.4(s. 2H); 7.35-7.5(m. 3H); 7.55(s. 
IH); 7.55(d, IH); 7.6(s. IH); 7.7(d, IH); 7.95(d. IH); 8.25(s, IH); 8.4(s, IH) 
MS - ESI: 468 [MAY 

Elemental analysis: Found C 56.8 H 4.2 N 8.2 

C,4H„N,0,C1F IHCl Requires C 57.2 H 4.0 N 8.3% 
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Example 8 

A solution of 4-chloro.6-methoxy-7-(2.methoxyethoxy)cinnoIine (02-, 0.74mmoJ). 
(prepared as described for the staning material in Example 2), and 4-chioro-2-fluoro-5. 
hydroxyaniiine (132mg, 0.82mmol), (prepared as described in EP 061741 A2). in DMF 
5 (2.5ml) was healed at 140»C for 45 minutes. The work up procedure was as described in 
Example 6 and gave 4-(4-chIoro-2-fluoro-5-hydroxyanilino)-6-methoxy-7.(2. 
methoxyethoxy)cinnoline as the hydrochloride salt (yellow solid. 157mg, 49%). 
m.p. 296-299°C 

'H NMR Spectrum: (DMSOd,; CF3COOD) 3.4(s. 3H); 3.85(t, 2H); 4.1(s, 3H); 4.4(t. 2H); 
10 7.2(d, IH); 7.45(s, IH); 7.65(d, IH); 8.05(s, IH); 8.35(d, IH) 
MS - ESI: 394 [MH]* 

Elemental analysis: Found C 50.1 H 4.4 N 9.8 

C,aH„N304ClF IHCl Requires C 50.3 H 4.2 N 9.8% 

15 Example 9 

A solution of 4-chloro-6-methoxy-7-(2-methoxyethoxy)cinnoline (O.ig, 0.37mmol), 
(prepared as described for the staning material in Example 2), and 4-bromo-2-nuoro-5- 
hydroxyaniline (84mg, 0.4mmol), (prepared as described in EP 061 741 A2). in DMF (2ml) 
was heated at 140-C for I hour. The work up procedure was as described in Example 6 for 
20 the production of the final compound and gave in this example 4-(4.bromo.2-nuoro-5- 

hydroxyanilino)-6-methoxy.7.(2-methoxyethoxy)cinnoIine as the hydrochloride salt 
(yellow solid, 127mg, 72%). 

m.p. 288-289°C 

'H NMR Spectrum: (DMSOd,; CF3COOD) 3.4(s, 3H); 3.85(t, 2H); 4. l(s. 3H); 4.4(t. 2H); 
25 7.2(d, IH); 7.45(s, IH); 7.75(d, IH); 8.J(s, IH); 8.35(s. IH) 
MS - ESI: 438 [MH]' 

Elemental analysis: Found C 45.8 H 4.0 N 8.9 

C„H,7NABrF IHCl Requires C 45.5 H 3.8 N 8.9% 



30 
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Example in 

A suspension of 4.chloro-6-methoxy-7-(4-pyridylniethoxy)cinnoline hydrochloride 
(0.17g, 0.45mmol) and 4-chloro.2-fluoro-5-hydroxyaniline (I02mg. 0.63mmol), (prepared as 
described in EP 061741 A2), in 2-pentanol (3.5ml) was heated at reflux overnight. After 
5 cooling, isopropanol was added. The solid formed was filtered off washed with isopropanol. 
ether and dried under vacuum to give 4-(4-chloro-2-nuoro-S-hydroxyanilino)-6-ine.hoxy-7. 
(4-pyridylraethoxy)cinnolineas the hydrochloride salt (yellow solid. 194mg, 86%). 
m.p. 243-25 1°C 

'H NMR Spectrum: (DMSOd.) 4.12(s, 3H); 5.7(s, 2H); 7.25(d. IH); 7.55(s, IH); 7.7(d. IH)- 

10 7.9(d.2H);8.3(s.lH);8.4(s.lH);8.9(d.2H);I0.85(brs,lH);11.55(brs.lH) 
MS - ESI: 427 [MH]' 

Elemental analysis: Found C 49.6 H 3.9 N 10.8 

C„H,.NACIFI.3H,0 1.65HC1 Requires C 49.4 H 4.0 Nll.0% 

1 5 The starting material, 4-chloro-6-m«hoxy-7-(4-pyridylmethoxy)cinnoline 

hydrochloride, was obtained by adding 4-chloro-7-hydroxy-6-methoxycinnoline (200mg. 

0.95mmol), followed by 4.hydroxymethylpyridine(108mg, lmmol)and 1,1*- 

(azodicarbonyl)dipiperidine (647mg, 2.5mmol). in portions, to a solution of tri(n- 

butyOphosphine (640m1. 2.5mmol) in methylene chloride (6ml). After stirring for 1 hour at 

20 ambient temperature, a solution of 7M hydrogen chloride in isopropanol (300nl, 2.1mmol) 

was added. The resulting solid was filtered off. washed with methylene chloride and ether to 

give 4-chloro-6-methoxy-7-(4-pyridylmeihoxy)cim,oline hydrochloride as a solid (!96mg 
55%). 

The starting material, 4-chloro-7-hydroxy.6-methoxycinnoline was obtained by 
25 heating a solution of 7-benzyloxy-4-chloro-6-methoxycinnoline hydrochloride (3.06g, 
9mmol), (prepared as described for the starting material in Example 6), in TFA (30ml) it 
reflux for 5 hours. After evaporation of the solvent, the residue was suspended in water and 
adjusted to pH7 with saturated aqueous sodium hydrogen carbonate solution. The resulting 
solid was filtered off, washed wid, water and ether and dried under vacuum to give 4-chIoro- 
30 7-hydroxy-6-methoxycinnoline as a yellow solid (1 .78g, 94%). 
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A suspension of 4-chIoro-6-methoxy-7-(2-methoxyethoxy)cinnoline (0.2g. 

0.74mmol), (prepared as described for the starting material in Example 2), and 2-fluoro-5- 

hydroxy-4-methylaniline (126mg 0.89mmol) in 2-pentanol (2.5ml) was heated at reflux for 

5 7.5 hours. After cooling, isopropanol was added and the solid was filtered off. washed with 

isopropanol and ethen and dried under vacuum to give 4-(2-nuoro-5-hydroxy-4. 

methylanilino)-6-methoxy-7-(2-methoxyethoxy)cmnoline as the hydrochloride salt (yellow 
solid 196mg, 64%). 

m.p, 283-290°C 

10 'H NMR Spectrum: (DMSOd,) 2.2(s. 3H); 3.4(s. 3H); 3.8(t, 2H); 4.l(s. 3H); 4.35(u 2H); 
6.95(d IH); 7.25(d. IH): 7.45(s, IH); 8,2(s, IH); 8.22(s, IH); 9.95fs. IH); 1 1.2(br s. IH) 
MS -ESI: 374 [MUy 

Elemental analysis: Found C 55.5 H 5.5 N 10.0 

Ci^HjoNjO.FO.lH.O IHCl Requires C 55.4 H 5.2 N 10.2% 

15 

The starting material, 2-fluoro.5-hydroxy-4-methylaniline was obtained as follows: 
Methyl chloroformate (6.8mK 88mmol) was added over 30 minutes to a solution of 
4.fluoro-2-methylphenol (lOg, 79mmol) in 6% aqueous sodium hydroxide solution at 0°C. 
The mixture was stirred for 2 hours, then extracted with ethyl acetate (lOOml). The ethyl 
20 acetate extract was washed with water ( 1 OOmi) and dried (MgSO,) and the solvent removed 
by evaporation to give 4-fluoro-2-methylphenyl methyl carbonate ( 1 1 .4g, 78%) as an oil. 
'H NMR Spectrum: (DMSOd,) 2.14(s, 3H), 3.8 1 (s. 3H); 7.05(m, IH); 7. N7.5(m, 2H) 

A mixture of concentrated nitric acid (6ml) and concentrated sulphuric acid (6ml) 
was added slowly to a solution of 4.fluoro.2.methylphenyl methyl carbonate ( 1 1 .34g, 
25 62mmoI) in concentrated sulphuric acid (6ml) such that the temperature of the reaction 

mixture was kept below 50°C. The mixture was stirred for 2 hour., then ice/water was added 
and the precipitated product collected by filtration. The crude product was purified by 
chromatography on silica eluting with methylene chloride/hexane progressing through 
increasingly polar mixtures to methanol/methylene chloride ( 1/19) to give 4-fIuoro-2-methyi. 
30 5-nitrophenol (2.5g. 22%) as a solid. 

'HNMR Spectnmi: (DMSCM,; CDjCOOD) 2.31(5, 3H): 7.38(d. IH); 7.58(d. IH) 



t was 
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MS: 171 [MHr 

A mixture of 4.fluoro-2-methyl-5-nitrophenoI (2.1g, 13mmol), iron powder (Ig 
1 8mmol) and ironCIDsuIphate (1.5g, lOmmoi) in water (40ml) was heated at reflux for 4 ' 
hours. The reaction mixture was allowed to cool, neutralised with 2M aqueous sodium 
5 hydroxide solution and extracted with ethyl acetate (100ml). The ethyl acetate extract . 
dried (MgSOj and the solvent removed by evaporation to give 2-fiuoro-5-hydroxy^. 
methylaniline (0.8g, 47%) as a solid. 

'H NMR Spectrum: (DMSOd,) L94(s, 3H); 4.67(s. 2H); 6.22(d, IH); 6.65(d. IH)- 8 68(s IH) 
MS: 142 [MH]* 

10 

Example 12 

A solution of 4.chloro^-methoxy-7-(3-morpholinopropoxy)cinnoline hydrochloride 
(83mg, 0.2mmol) and 4-chloro-2-fluoro-5-hydroxyaniline (42n,g. 0.26mmol), (prepared as 
described in EP 061741 A2). in 2-pentanol (5ml) containing DMF (O.Sml) was heated at 
15 120°C for 2.5 hours. The work up procedure was identical to the synthesis of the final 
product in Example 11 and gave 4-(4-chlor.H2-nuoro-5.hydroxyamIino)-6-methoxy-7-(3- 
niorpholinopropoxy)cinnoline as the hydrochloride salt (70mg 65%). 
m.p.218-225*'C 

'H NMR Spectrum: (DMSOd,; CD3COOD) 2.4(m. 2H); 3.35(m. 6H); 3.9(m. 4H); 4 l(s 3H) 
20 4.4(t. 2H); 7.2(d. IH); 7.45(s. IH); 7.6{d, IH); 8.1(s. IH); 8.35(s. IH) 
MS - ESI: 463 [MH]* 

Elemental analysis; Found C 46.1 H 5.2 N 9.5 

C:.H„NAC1F2H,0 1.9HC1 Requires C 46.5 H 5.3 N 9.9»/. 

25 The starting material 4-chloro-6-methoxy-7-(3-morphoIi„opropoxy)cinrK,line 

hydrochloride was obtained by adding 1 -chloro-3-morpholinopropane (1 90mg, 0.95mmol), 
(prepared as described in US Patem No. 4004007). to a suspension of 4.chloro-7-hydroxv-6- 
methoxycinnoline (0.2g. 0.95mmol), (prepared as described for the starting material in 
Example 10), in DMF (5ral) containing potassium carbonate (327mg, 2.3mmol) and 

30 potassium iodide (15mg, 0.095mmol). After heating a. 80=C for 2 hours, potassium carbonate 
(65mg, 0.47mmol) and more I -chloro-3-morpholinopropane (95mg. 0.47mmol) were added. 
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After stin-ing for 4 hours at gCC. the reaction mixture was cooled and 7M hydrogen chloride 
in isopropanol (407h1) was added. The solution was poured onto a DIaion (trade mark of 
Mitsubishi) HP20SS column, using water/methanol (100/0 to 0/100 as a gradient) to give 4- 
chloro-6- methoxy-7-(3-raoipholinopropoxy)cinnoline as an hydrochloride salt (1 75mg, 
5 44%). 

Example 13 

A solution of 4-chloro-6-methoxy-7-(3-pyrTolidinopropoxy)cinnoline hydrochloride 
(0.1g, 0.25mmol) and 4-chloro-2-fluoro-5-hydroxyaniline (57mg, 0.35mmol). (prepared as 
10 described in EP 061741 A2). in 2-pentanol (5ml) was heated at 120'>C for 2.5 hours. The 
solid was filtered off. washed with isopropanol and then ether and dried under vacuum to give 

4-(4-chloro.2-nuoro-S-hydroxyanilino)^»-inethoxy-7-(3-pyrrolidinopropoxy)cinnolineas 

the hydrochloride salt (yellow solid, 94mg, 72%). 

m.p. 240-245°C 

15 'H NMR Spectrum: (DMSOd.; CF3COOD) 1 .9(m. 2H); 2. 1 (m, 2H); 2.3(m. 2H); 3. l(m. 2H); 
3.35(m, 2H); 3.65(m. 2H); 4.1(s. 3H); 4.4(t, 2H); 7.2(d. IH); 7.45(s. IH); 7.65(d. IH): 8.15(s. 
IH); 8.35(s. IH) 
MS - ESI; 447 [MH]* 

Elemental analysis: Found C 49.9 H 5.2 N 10.5 

20 C,,H,AOjCIF0.5H,OI.95HCl Requires C 50.1 H 5.2 N 10.6% 

The staning material, 4-chloro-6-methoxy-7-(3-pyrrolidinopropoxy)cinnoline 
hydrochloride was obtained by adding 4-chloro-7-hydroxy-6-raethoxycinnoline (0.3g. 
1 .4mmol), (prepared as described for the starting material in Example 1 0), to a solution of 3- 
25 pym>lidinopropyl chloride (275mg. I.Smmol), (prepared as described in J. Amer. Chem. Soc. 
1955. 77. 2272), in DMF (5ml) containing potassium carbonate (491mg. 3.5mmol) and 
potassium iodide (24mg, 0. Hmmol). After stirring at 80°C for 3 hours potassium carbonate 
(98mg, 0.7mmol) and 3-pyrrolidinopropyl chloride (]37mg, 0.7mniol) were added. After 30 
minutes, the mixture was cooled and 7M hydrogen chloride in isopropanol {407mI) was added. 
30 The solution was poured onto a Diaion (trade marie of Mitsubishi) HP20SS TM column 
eluting with water/methanol (100/0 to 0/100 as a gradient). After evaporation of the solvent. 
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the product was purified by preparative HPLC using a reverse phase C18 column eluting with 
water/methanol (100/0 to 80/20 as a gradient) to give after concentration, 4-chloro-6- 
n.ethoxy-7-(3.py,ToIidinopropoxy)cinnoline hydrochloride (265mg, 48%) as a yellow solid. 

5 Examnle 14 

A suspension of 4-chloro-7-methoxycinnoline hydrochloride (l%mg. 0.85mniol) 
and 3-hydroxy-4.methylaniline {123mg. Immol) in 2.pen,anol (5ml) was heated a, reflux for 
2 hours. After cooling, the solid was filte^d off, washed with isopropanol. ether and dried 
under vacuum to give 'K3-hydroxy-4.me.hylanilino).7-methoxyci„„„li„e as the 
1 0 hydrochloride salt (yellow solid. 2 1 5mg,80%). 
m.p. 270-275°C 

'H NMR Spectrum: (DMSOd,) 2.18(s. 3H); 4.0(s. 3H); 6.88(d. IH); 6.93(s, IH); 7 25(d IH)- 
7.35(s, IH); 7.52(dd. IH); 8.4(s, IH); 8.75(d. lH);9.98(s, IH); 11.65(brs, IH) 
MS -ESI: 281 [MH]* 

15 Elemental atuUysis: found C 59.7 H 5.4 N13 0 

C,.H„N,O,0.14H,OIHCI Requires C 60.0 H 5.1 N 13.1% 

The starting material 4-chIoro-7-methoxycinnoIine hydrochloride was obtained by 
heating a solution of 4-hydroxy-7-methoxycinnoli„e (352mg,2mmol). (prepared as described 
20 m J. Chem. Soc. 1955. 2100), in thionyl chloride (3.5ml) containing DMF (20^1) at reflux, for 
1 hour. After removing excess thionyl chloride by evaporation and azeotroping with toluene. 
The residue was triturated with ether, filtered off and washed with ether to give 4-chloro-7- 
methoxycinnoline hydrochloride as a yellow solid (450mg, 97%). 

25 Example 15 

A solution of 4-chloro-6-methoxy-7-(3-mon.holinopropoxy)cimioline hydrochloride 
(132mg, O.33mmol). (prepared as described for the starting material in Example 12), and 2- 
fluoro.5-hydroxy-4-methyIanili„e (56m8, 0.39mmol). (prepared as described for the starting 
material in Example 1 1 ), in 2-pentanol (2.5ml) containing 7M hydrogen chloride in 
30 isopropanol (9drops) was heated at reflux for 30 minutes. After cooling, the solid was f.ltered 
off. washed with isopropanol, ether and dried under vacuum to give 4-(2-fluoro-5-hvdroxy.4- 
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methyIaniIino)-6-niethoxy-7-(3-morpholinopropoxy)cmnoIine as an hydrochloride salt 
(yeJlow solid, 143mg, 84%). 

'H NMR Spectrum: (DMSOd,; CD3COOD) 2.2(s, 3H); 2.35(m, 2H); 3.3(m, 6H); 3.9(br s, 
4H);4.0(s.3H);4.35(t,2H);6.95(d, IH); 7.15(d, IH); 7.35(s, lH);8.I(s, IH); 8.2(s. IH) 
5 MS - ESI 443 [MH]* 

EJemenlal analysis: Found C 53.0 H 6.0 N 10.2 

C23H2,NAF0.5H2O2.8HCl Requires C 53.6 H 6.0 N 10.6% 

0.2 isopropanol 

10 Example 16 

A solution of 4-chIoro-6-methoxy-7-(3-pyrrolidinopropoxy)cinnoline hydrochloride 
(1 58mg, 0.4mmol),(prepared as described for the starting material in Example 13), and 2- 
fluoro-5-hydroxy-4-methylaniIine (67mg, 0.48mmol), (prepared as described for the starting 
material in Example 1 1), in 2-pentanol (5ml) was heated at reflux for 1 hour. After cooling, 
1 5 the solid was filtered off, washed with isopropanol, ether and dried under vacuum to give 4- 

(2-nuon>-5-hydroxy-4.methylaiiilino)-6-methoxy-7-(3.pyrroliduiopropoxy)cinnolineas 

the hydrochloride salt (yellow solid, 55mg, 27%). 
m.p. 247-253 °C 

'H NMR Spectrum: (DMSOd,; CD3COOD) 2.05(m, 4H); 2.25(s, 3H); 2.35(m, 2H); 3.25- 
20 3.5(brs,6H);4.05(s,3H);4.4(brs,2H);7.0(d, IH); 7.22(d, IH); 7.45(s, lH);8.15(s, IH); 
8.25(s, IH) 
MS - ESI: 427 [MH]* 

Elemental analysis: Found C 53.6 H 6.1 N 10.4 

CaH2,N40,FlH20 1.95Ha Requires C 53.6 H 6.1 N 10.9% 

25 

Example 17 

Asuspension of 4-chloro-6-methoxy-7.[(2-methylthia2ol-4-yI)methoxy]cinnoline 
" (1 50mg, 0.46mmol) and 2-fluoro-5-hydroxy-4-methylaniline (78mg;0.56mmol). (prepared as 

described for the starting material in Example 11), in 2-pentanol (3ml) and a 5M solution of 
30 hydrogen chloride in isopropanol (1 05^1) was heated at reflux for 90 minutes. The solid 

obtained was filtered off, washed with isopropanol followed by ether to give 4-{2-fluoro.5- 
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hydroxv-4-methylanilino)^n.etho,y-7-r(2-methylthiazoW-yl)methoxyJcinnolu,e 

hydrochloride as a pale yellow solid (1 90mg, 82%). 

'H NMR Spectrum: (DMSOd,) 2.19(s. 3H): 2.69{s. 3H): 4.03(s. 3H); 5.39(s. 2H): 6.98(d. 
IH); 7.24(d. IH); 7.66(s. IH); 7.76(s. IH); 8.16(d. IH); 8.27(s. IH); 10.0{brs. IH)- 1] 32(s 
5 IH) 

MS - ESI m/z: 427 [MH]" 

Elemental analysis: Found C 50.7 H 4.4 N II.O 

C,H„NASF0.5H,O1.65HCI Requires C 50.9 H 4.4 nII.3% 



10 



The starting material 4-chloro-6-methoxy-7-[(2-methyI,hiazoM-yl)methoxy]cinnoline 
was obuined by adding potassium carbonate (786mg. 5.7mmoI) followed by 4-chlotomethyI- 
2-methyldiia2ole (308mg, 2mmol) to a suspension of 4-chlo,o-7-hydroxy-6-methoxycinnoline 
(0.4g, 1.9mmoI), (prepared as described for the starting material in Example 10), in DMF 
(lOmI). After stirring for 4.5 hours at 60»C. the reaction mixture was diluted with water and 
1 5 acidified to pH4 with 2M hydrochloric acid. After extmc.ion with ethyl acetate, the organic 
layer was washed with water and then brine, dried (MgSOJ and the solvent evaporated. TTje 
residue was purified by flash chromatogmphy using methylene chloride/ethyl acetate (2/8) as 

eluent to give 4-chloro-6-methoxy-7-[(2-methylthiazoi-|.y|)methoxyJcim,oline as a solid 
(293mg, 48%). 

20 

Example 18 

Asuspensionof4-chloro-6-methoxy-7-[(l-methylimidazol-2-yl)methoxy]cimioline 
(I09mg. 0.35mmol) and 2-fluoro-5-hydroxy-4-methylaniline (70mg. O.SmmoI), (prepared as 
described for the starting material in Example 1 1), in 2-pentanol (3ml), DMF (0.5ml) and a 
25 5M solution of hydrogen chloride in isopiopanol (74^1. 0.35mmol) was heated at reflux for 3 
hours. TTie solution was then cooled to 0°C and the resulting solid filtered off and washed 
with ether to give '<-(2-nuoro-5-hydroxy-4-methyIanilinoH-methoxy-7-|(l- 
methylimidazol-2-yl)methoxy|cinnoline hydrochloride as a yellow solid (124mg, 73%). 
m.p. 215-22rC 
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'H NMR Spectrum: (DMSOdJ 2.2(s. 3H); 3.9(s. 3H); 4.05(s. 3H); 5.7(s. 2H); 6.99fd. IH); 
7.24(d IH); 7.67(s. IH): 7.73(s. IH); 7.77(s, IH); 8.20(d. IH); 8.39(s. IH): 9.96(s. IH); 
ll.5(sJH) 

MS-ESIm/z:4I0(MH]- 
5 Elemental analysis: Found C 51.3 H 4.9 N 13.7 

C,,H,oNAF0.9H,OI.8HCl Requires C 51.3 H 4.8 N 14.3% 

The starting material. 4-chloro-6-methoxy-7-[(I.methylimidazol-2-yl)methoxyJ- 
cinnoline was obtained by adding potassium carbonate (53 Img. 3.8mmol) followed bv 
10 2-chIoromethyl-l-methylimidazole (232mg, 1.4mmoI) to a suspension of 4-chloro-7-hydroxv- 
6-methoxycinnoline (270mg, 1 .28mmol), (prepared as described for the starting material in ' 
Example 10), in DMF (6ml). After stirring overnight at 40°C the mixture was diluted with 
water and adjusted to pH7. After extraction with ethyl acetate, the organic layer was washed 
with water and then brine, dried (MgSOJ and the solvent evaporated. The residue was 
15 purified by nash chromatography using methylene chloride/methanol (98/2) as eluent to give 
4-chloro-6.methoxy-7-((I-methylimidazol-2-yl)methoxy]cinnoline (11 Img. 29%). 

Examnle 19 

A solution of 4-chloro-6-methoxy.7-(4-pyridylmethoxy)cinnoline hydrochloride 
20 (268mg. 0.71mmol), (prepared as described for the starting material in Example 10). and 2- 
fluo,x,-5-hydroxy.4-methylaniline. (109mg. 0.77mmol). (prepared as described for the starting 
material in Example 1 1 ). in 2-pemanoI (6ml) was heated at reflux for 4 hour^. After dilution " 
with isopropanol. the solid was filtered off, washed with isopropanol followed by ether to eive 

4K2-fluoro-5-hydroxy-4-methylanili„„)^-methoxy.7K4-pyridylme.hoxy)cm„„li„e 

25 hydrochloride (92mg, 29%). 

m.p. 244-252 °C 

'H NMR Spectrum: (DMSOd,; CD,CO0D) 2.2(s, 3H): 4. 1(s. 3H); 5.68(s. 2H); 7.0(s, 1 H): 
7,25(d. IH): 7.5(s, IH); 7.9{s. 2H): 8.25(d: 2H); 8.85(s. 2H) 
MS - ESI m/z: 407 [MH]" 
30 Elemental analysis: Found C 58.0 H 4.8 N 12.3 

C^H„N,O,F0.4H,Ol.lHCl Requites C 58.2 H 4:6 N 12.4% 
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Example 20 

A solution of4-(5-benzy]oxy-2-fluoro-4-methylphenoxy)-6-methoxy-7-(2- 
meihoxyethoxy)cinnoline (242mg. O.Smmol) in a mixture of methanol (9ml) and DMF 
5 (10,5ml) containing 10% palladium-on^harcoal catalyst (lOOmg) was stirred under hydroeen 
at 5 atmospheres pressure for 9 hours. The catalyst was removed by filtration and the solvent 
was evaporated. The residue was washed with medianol and ether and dried under vacuum to 

give4-(2-nuoro-5-hydroxy-4-methyIphenoxy)-6-methoxy-7-(2-raethoxyethoxy)cinnoIine 

as a white solid (87mg, 44%). 

10 m,p. 267-273°C 

'H NMR Spectrum: (DMSOd,; CD3COOD) 2.18(s, 3H); 3.37(s, 3H); 3.80(t, 2H); 4.04(s. 3H); 
4.39(t. 2H); 6.8(d. IH); 7.2(d. IH); 7.49(s, IH); 7.79(s, IH); 8.49(s, IH) 
MS - ESI m/z: 375 [MH]' 

Elemental analysis: Found C 58.9 H 5.3 N 7.5 

15 C,^„N,O5F0.7H2O0.06DMF Requires C 58.9 H 5.4 N 7.4% 



The starting material, 4-(5-ben2yloxy-2-fluoro^-methylphenoxy)-6-methoxy-7-(2- 
methoxyethoxy)cinnoline was obtained by heating a solution of 5-benzyloxy-2-fluoro-4- 
methylphenol (314mg, I.3mmoi) and 4-chloro-6-methoxy.7-(2-methoxyethoxy)cinnoiine 

20 (280mg, Immol), (prepared as described for the starting material in Example 2). in pyridine 
(6ml), at reflux for 15 hours. After evaporation of the solvent, the residue was partitioned 
between ethyl acetate and water adjusted to pH7. The organic layer was separated, washed 
with water and then brine, dried (MgSO^) and the solvent evaporated. The residue was 
purified by flash chromatography using methylene chloride/ether (4/6 followed by 3/7) as 

25 eluent to give 4-(5-benzyloxy-2-fluoro-4-methylphenoxy)-6-methoxy-7-(2- 
methoxyethoxy)cinnoline as a white solid (247mg» 53%). 

'H NMR Spectrum: (DMSOdJ 2.27(s, 3H); 3.37(s, 3H); 3.8(t, 2H); 4.0(s, 3H); 4.4(t. 2H); 
5.14(s, 2H); 7.26(d, IH); 7.3-7.5(m. 6H); 7.5(s, IH); 7.81(s, IH); 8.44(s, IH) 

The starting material 5-benzyIoxy-2-fluoro-4-methylphenoI, was obtained by adding 
30 a solution of sodium nitrite (1 .68g, 24mmol) in water (3.5ml), dropwise. to a solution of 5- 
benzyloxy-2-fiuoro-4-methylaniline (4.7g, 20mmol) in acetic acid (82ml) and 70% sulphuric 
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acid (3. 1 5ml) cooled at I O^C. The mixture was stirred vigorously for 20 minutes, then a 
solution of copperdDnitrate trihydrate (48Ig, 2mon in water (790ml) was added, followed by 
copper(II)oxide (3g, 19mmol). After stirring for 3 hours, the mixture was extracted with ethyl 
acetate. The organic layer was washed with water and then brine, dried (MgSOj) and the 
5 solvent evaporated. The resulting oil was purified by flash chromatography using petroleum 
ether/ether (85/1 5) as eluent to give 5-benzyioxy-2-fluoro-4-methyiphenoi as an orange oil 
(1.25g,27%). 

The starting material, 5.benzyloxy-2-fluoro-4-methyIaniline. was obtained by 
adding iron powder (2.88g, 5ImmoI), in portions, to a solution of 5-benzyloxy-2-fluoro-4- 
10 methylnitnobenzene (4.8g, ISmmol) in acetic acid (33ml) and water (5.7ml), at ambient 

temperature. The mixture was heated and after stirring at lOO'C for 10 minutes, it was cooled 
and panitioned between ethyl acetate and water. The organic layer was washed with water, 
aqueous saturated sodium carbonate solution and then brine, dried (MgSO,) and the solvent 
evaporated. The residue was purified by flash chromatography using petroleum ether/ethyl 
15 acetate (8/2) as eluent to give 5-benzyloxy-2-fluoro-4-methyIaniIine (3.65g, 87%). 

The starting material 5-benzyIoxy-2-fluoro-4-methylnitrobenzene was obtained by 
adding benzyl bromide (3ml, 25mmoi) to a solution of 2-fluoro-5-hydroxy-4- 
methylnitrobenzene (3.92mg, 23mmol) in DMF (70ml) containing potassium carbonate (9.5g, 
68mmoI). After stirring for 3 hours at 60°C. the mixture was diluted with water and adjusted 
20 to pH2. After extraction with elhyJ acetate, the organic layer was washed with water and then 
brine, dried (MgSO,) and the solvent evaporated. The solid was filtered off. washed with 
hexane and dried under vacuum to give 5-benzyloxy-2-fluoro-».methylnitrobenzene (4.83g, 
80%). 

The starting material 2-fluoro-5-hydroxy-4-methyinitrobenzene. was obtained by 
25 adding 2M aqueous sodium hydroxide solution (13.1ml). dropwise. to a solution of 2-fluoro- 
5-methoxycarbonyloxy-4-methylnitrobenzene (6g, 26mmol), (prepared as described in 
European Patent Publication No. 307777), in methanol (70ml) cooled at O^C. After stilting 
for 30 minutes, the mixture was concentrated by evaporation. After dilution with water, the 
solution was adjusted to pH2 and extracted with ethyl acetate. The organic layer was washed 
30 with water and then brine, dried (MgSO,) and the solvent evaporated to give 2-fluoro-5- 
hydroxy-4-methylnitrobenzene as a yellow solid (4g, 90%). 
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Example 21 

A solution of 4.chloro-6.7-dimelhoxycinnoIine hydrochloride (261mg, 1 mmol), 
(prepared as described for the staning material in Example I ). and 2-fluoro-5-hydroxv.4- 
5 methylaniline ( I TOmg. 1 .2mmol), (prepared as described for the starting materia] in Example 
11 ). in 2-pentanol (5ml) was heated at 120»C for 3 hours. After cooling, the solid was filtered 
off. washed with isopropanol and ether and dried under vacuum to give 4.(2-nuoro.5- 

hydroxy-4-methylanilino)-6,7-dimethoxycmnolme as an hydrochloride salt (30Img 82%) 
m.p.251-253°C 

10 'H NMR Spectrum: (DMSOd.; CD,COOD) 2.22(s. 3H); 4.05(s, 3H); 4,07(s. 3H): 6.97(d. 
IH); 7.24(d. IH); 7.39(s, IH); 8.08(s. IH); 8.22(d IH) 
MS - ESI m/z: 330 [MH]* 

Elemental analysis: Found C 55.2 H 4.8 Nil. I 

C„H„N3O,F0.1H,OlHCl Requires C 55.6 H 4.7 Nll.4% 

15 

Example 22 

A solution of 4-chloio-6,7-dimethoxycinnoline hydrochloride (261mg. Immol). 
(prepared as described for the starting material in Example I), and 4-chloro-2-nuoro.5- 
hydioxyaniline (I93mg, I.2mmol). (prepared as described in EP 061741). was treated in a 
20 manner similar to that described in Example 21 in order to produce 4.(4-chloro-2.nuoro-5- 
hydroxyanilinoH.7-dimethoxycinnoline as an hydrochloride salt (3 15mg, 82%). 
m.p. 255-256°C 

'H NMR Spectrum: (DMSOd,; CF,COOD) 4.05(s. 3H); 4.07(s, 3H); 7.19(d, IH): 7.4(s IH)- 
7.65(d. 1 H); 8.07(s. 1 H); 8.34(d. 1 H) 
25 MS - ESI m/z: 350 [MH]- 

Elemental analysis: Found C 49.5 H 3.8 N 10.5 

C,.H,3N30,C1F1HC1 Requires C 49.8 H 3.7 N 10.9% 

Example 23 

30 A solution of 4-chloro-6-methoxy-7-[2-(2.methoxyethoxy)ethoxy]cinnoline (l30mB. 

0.41mmol) and 2-fluoro-5-hydroxy-4.methylaniline (70mg, 0.5mmol). (pn^par^d as described 
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for the staning material in Example 1 1), in 2-pentanol (3ml) containing 5M hydrogen chloride 
in isopropanol f2drops) was heated at reflux for 45 minutes. After cooling the solid was 
filtered off. washed with isopropanol followed by ether to give 4-(2-fluoro-5.hydroxy-4> 

methylanilino).6-methoxy-7-[2-(2-methoxyethoxy)ethoxylcinnoline as an hydrochloride 
5 sah(I59mg, 88%). 
m.p. 250-256*^0 

•H NMR Spectrum: (DMSOd,) 2.2 1 (s. 3H); 3.27(s. 3H): 3.51(dd. 2H): 3.66(dd. 2H): 3.90(t, 
2H); 4.06(s. 3H); 4.37(1. 2H); 6.98(d. IH); 7.25(d, IH); 7.46(s, IH): 8.18(d. IH); 8.23(s. IH)- 
9.94(s. IH); 11.2(s, IH) 
10 MS.ESIm/z:4l8[MHr 

Elemental analysis: Found C 55.2 H 5.7 N 8.8 

C,,H,,NAF0.2H,O IHCl Requires C 55.1 H 5.6 N 9.2% 

The starting compound 4-chloro-6.methoxy.7-[2-(2-methoxyethoxy)ethoxy]- 
1 5 cinnoline was obtained by adding tri phenyl phosphine (995mg, 3.8mmol), followed by 

diethyleneglycol (271 2.2mmoi) and diethyl azodicarboxylaie {59S^l 3.8mmol). dropwise. 
to a suspension of 4-chloro.7.hydroxy.6.methoxycinnoline (0.4g, 1 .9mmol), (prepared as 
described for the starting material in Example 10). in methylene chloride (12ml) under 
nitrogen and cooled to 10°C. After stirring for 1 hour, the solvent was evaporated and the 
20 residue purified by flash chromatography using methylene chloride/ethyl acetate (5/5 
followed by 4/6) as eluent to give 4-chioro-6-methoxy-7-[2-(2- 
methoxyethoxy)ethoxy]cinnoline (366mg, 91 %). 

Example 24 

25 A solution of 4,6-dichlorocinnoline (200mg, Immol) and 2-fluoro-5-hydroxy-4- 

methylaniline (169mg, 1 .2mmoI), (prepared as described for the starting material in Example 
1 1 ), in 2-pentanol (4ml) containing 7M isopropanolic hydrogen chloride (2drops) was heated 
at reflux for 45 minutes. After cooling the solid was filtered off. washed with isopropanol 
followed by ether to give 6-chIoro.4.(2-fluoro-5.hydroxy^melhylanilino)cinnoline 

30 hydrochloride (326mg, 95%). 

'H NMR Spectrum: (DMSOdJ 2.20(s. 3H): 6.98(d. IH); 7.26(d. IH); 8.18(s. 2H): 
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8.35(s, IH); 9.1(s, IH); 9.98(brs. IH) 
MS - ESI: 304 [MH]' 

Elemental Analysis: Found C 53.4 H 4.0 Nil 9 

C.H„N,OFCl a95HCI O.IH.O Requires C 53.0 H 3.6 N 12.4% 

The starting material was prepared as follows: 

A solution of 4-hydroxy-6-chlorocinnnoline (Ig, 5.5mmol), (J. Chem. Soc. 1961. 
1 828), in thionyl chloride (lOml) and DMF (0.1ml) was heated at leHux for 20 minutes. 
Toluene was added and the volatiles were removed by evaporation. The solid was panitioned 
1 0 between ethyl acetate and water and the aqueous layer adjusted to pH7 with sodium hydrogen 
carbonate. The organic layer was washed with water and brine, dried (MgSO.) and the 
volatiles removed by evaporation. The residue was purified by column chromatography 
eluting with methylene chloride/ether (95/5) to give 4,6-dichlorocim,oline (804mg, 73%). 

m.p. iii-in-c 

1 5 'H NMR Spectrum: (CDCl,) 7.85(dd. I H); 8. 1 8(d, I H): 8.52(d, 1 H); 9.36(s, I H) 
MS -EI: I99(M ]- 

Elemental Analysis; Found C48.5 H2.1 N 14.0 

C,H,N,CI, Requires C 48.3 H 2.0 N M.T/o 

-0 Example 2S 

A solution of 4-chloro.6-methoxy-7-(3-morpholinopropoxy)cinnoline hydrochloride 
( 1 50mg, 0.36mmol). (prepared as described for the starting material in Example 1 2). 4-chloro- 
2-fluoroaniline (77mg. 0.53mmol) in 2-pentanol (4ml) and 5M isopropanolic hydrogen 
chloride (1ml) was heated at I20"C for 1 hour. The mixture was allowed to cool and 
25 isopropanol was added. The resulting precipitate was collected by filtration, washed with 
ether and dried under vacuum to give 4-(4-chloro-2.nuoroanilino)-6-metboxy-7-(3- 
niorpholinopropoxy)cinnoline hydrochloride (1 85mg, 98%). 

'H NMR Spectrum: (DMSOdJ 2.3.2.4(m, 2H); 3. 1 -3.2(m. 2H); 3.3-3.4(m. 2H); 3.5-3.6(m. 
2H); 3.8-3.95(m. 2H): 3.95-4.l(m. 2H): 4.08(s, 3H); 4.38(t, 2H); 7.55(dd IH); 7.57(s. IH): 
jO 7.7I(t,IH);7.80(dd. IH);8.3l(d.IH);8.4(s. IH) 
MS - ESI: 447 [MH]" 
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Elemental Analysis: found C 50.0 H 5.2 N 10.2 

C,,H,,N,0,FC1 I.95HCI 0.5H,O Requires C 50.1 H 5.1 N 10.6% 

Example 26 

A solution of 4-chloro-6-methoxy.7-(3-pyrToIidinopropoxy)cinnoline hydrochloride 

(I30mg, 0.32mmol), (prepared as described for the staning material in Example I3\ and 4- 

chloro-2-fluoroaniline (70mg, 0.48mmol), in 2-pentanol (4ml) and 5M isopropanolic 

hydrogen chloride (1ml) was heated at 120»C for 2.5 hoiu^. The solid was filtered off. 

washed with isopropanol and then ether and dried imder vacuum to give 4-(4.chloro-2- 

10 fluoroanilino)-6.niethoxy.7-(3-pyrrolidinopropoxy)cinnDli„e hydrochloride ( 1 lOmg. 
66%). 

•H NMR Spectrum: (DMSOd,; CD,COOD) l.9-2.1(m. 4H); 2.25-2.35(m. 2H): 3.0-3.3(br m. 

2H); 3.36(t. 2H); 3.4.3.7(m. 2H); 4.06(s. 3H); 4.38(t. 2H): 7.46(s. IH); 7.55(d. IH): 7.72(1. 

IH); 7.75(dd. IH); 8.2l(s. IH); 8.33(s, IH) 
15 MS -ESI: 431 (MH)- 

Elemental Analysis: pound C 51.2 H 5.4 N 10.3 

C,3H,,NAFCI 1.9HCI I.IH.O Requires C 50.8 H 5.4 n 10.8% 

Example 27 

20 A solution of 4-chloro-7-{2-methoxyethoxy)cinnoline (156mg, 0.65mmol) and 2- 

fluoro-5-hydroxy.4.methylanili„e (1 1 Img. 0.78mmol), (prepared as described for the starting 
material in Example 1 1). in 2-pen,anol {8ml) and 5M isopropanolic hydrogen chloride (1ml) 
was heated at I20»C for 2.5 hours. The solid was filtered off. washed with isopropanol and 
then ether and dried under vacuum to give 4-{2-nuoro-5-hydro,y-4-rae.hylaniIino)-7-(2. 
25 methoxyethoxy)cinnoline hydrochloride (207mg, 84%). 

'H NMR Spectrum: (DMSOd,) 2.19(s, 3H); 3.4(s. 3H): 3.8(t, 2H); 4.4(t. 2H): 6.96(d. IH)- 
7.25(d, IH); 7.38(s, IH); 7.61(d, IH); 8.21(s. IH); 8.71(d. IH); 9.94(s. IH) 
MS - ESI: 344 [MH]* 

Elemental Analysis: Found C57.1 H 5.4 Nil 3 

^0 C,.H,.N,0,F 0.15H,O0.95HCl Requires C 56.8 H5.1 Mll.0% 
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The staning material was prepared as follows: 

Diethyl azodicarboxylate (349mI. 2.2mmol) was added dropwise to a suspension of 
4-chloro-7-hydroxycinnnoline (200mg, 1 . 1 mmol), triphenylphosphine (580mg, 2.2mniol) and 
2-methoxyethanol (105nl, IJmmol) in methylene chloride (6ml) cooled at lO-C. The 
5 mixture was stirred for 30 minutes and further triphenylphosphine ( 1 45mg), 2- 

methoxyethanol (20nl) and diethyl azodicarboxylate (88nl) were added. The mixture was 
then allowed to warm to ambient temperature and stirred for 30 minutes. The volatiles were 
removed by evaporation and the residue was purified by column chromatography eluiing with 
ethyl acelate/petroleum ether (7/3) and followed by column chromatography eluting with 
10 cyclohexane/ethyl acetate 35/65 to give4-chloro-7-(2-methoxyethoxy)cinnoline (158mg. 
60%). 

'H NMR Spectrum: (CDCI,) 3.5(s, 3H); 3.88(m, 2H); 4.36(m. 2H); 7.58(dd. IH); 7.77(d. IH); 
8.08(d. lH);9.2(s. IH) 

v.. 

Aluminium trichloride (2.6g, 19mmol) was added in portions to a suspension of 4- 
1 5 chloro-7-methoxycinnoline (0.9g, 3.8mmol), (J. Chem. Soc. 1955, 2100), in benzene (15ml) 
and the mixture was heated at reflux for 1 hour. The solvent was removed by evaporation and 
the residue was partitioned between ice/water and ethyl acetate. Aqueous saturated sodium 
chloride solution was added and the organic layer was separated. The organic layer was 
washed with brine, dried (MgSO,) and the solvent removed by evaporation. The residue was 
20 triturated with ether, collected, filtered and dried under vacuum to give 4-chloro-7- 
hydroxycinnoline (368mg, 53%). 

'HNMR Spectrum: (DMSOd,) 7.6(dd, JH); 7.66(d IH); 8.11(d. lH);9.35(s. IH) 
Example 28 

25 The following illustrate representative pharmaceutical dosage forms containing the 

compound of formula L or a phamiaceutically acceptable salt thereof (hereafter compound X), 
for therapeutic or prophylactic use in humans: 
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(a) TabieU me/tablet 

Compound X 100 

Lactose Ph.Eur j §2.75 

^ CroscarmeiJose sodium 12 Q 

Maize starch paste (5% w/v paste) 2.25 

Magnesium stearate 3 0 

3ableLli me/table. 

10 Compound X 50 

Lactose Ph.Eur 223.75 

Croscannellose sodium 5 0 

Maize starch j5 0 

Polyvinylpyrrolidone (5% w/v paste) 2.25 

5 Magnesium stearate 3 0 

^^iSLM me/table. 

Compound X I q 

Lactose Ph.Eur 93 25 

3 Croscarmeliose sodium 40 

Maize starch paste (5% w/v paste) 0.75 

Magnesium stearate 1 0 

(d) Caosule mg/capsule 

Compound X jO 

Lactose Ph.Eur 4gg ^ 

Magnesium stearate j5 

(e) laiectjonj (SOmg/mh 

Compound X 5.0% w/v 

IN Sodium hydroxide solution 15.0% v/v 
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0. IN Hydrochloric acid 
(to adjust pH to 7.6) 

Polyethylene glycol 400 4.50/0 ^/^ 

Water for injection to 1 00% 

5 

(0 'njection 11 lOmg/mH 

Compound X 1.0% w/v 

Sodium phosphate BP 2.6% w/v 

0. IN Sodium hydroxide solution 1 5.0% v/v 

1 0 Water for injection to 1 00% 

(g) Injection III ( 1 mg/ml.buffered m p HM 

Compound X 0. 1% w/v 

Sodium phosphate BP 2.26% w/v 

15 Citric acid 0.38% w/v 

Polyethylene glycol 400 3.50/^ ^/y 

Water for injection to 100% 

Note 

20 The above formulations may be obtained by conventional procedures well known ii 

the pharmaceutical art. The tablets (a)-(c) may be enteric coated by conventional means, for 
example to provide a coating of cellulose acetate phthalate. 
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CLAIMS 



1. The use of a compound of the formula I: 




10 



(I) 



[wherein: 

Z represents -0-. -NH-. -S- or -CH,-; 
m is an integer from 1 to 5; 

R' represents hydrogen, hydroxy. haJogeno. nitro. cyano. trifluoromethyL C,.,alkyL C,. 
15 ^aikoxy, C. ^aikylthio or NR*R'(wherein R' and R\ which may be the same or different, 
each represents hydrogen or C,.3alkyl); 

R' represents hydrogen, hydroxy, fluoro. chloro. methoxy , amino or nitro; 

R^ represents hydroxy. haJogeno, C,.3alkyl, C,.3alkoxy, C,3alkanoyloxy, trifluoromethyL 

cyano, amino or nitro; 

20 R' represents hydrogen, hydroxy, halogeno. cyano. nitro. amino, trifluoromethyl. C,.,allcyl or 
a group R'-X' (wherein X' represents -0-, -CH,-. -S-, -SO-. -SO,-, -NR'CO-. -CONR"-, - 
SO,NR'°-. -NR"SO,- or -NR'^- (wherein R'. R'. R'", R" and R" each indepcndenlly 
represents hydrogen. C,,alkyl or C,,aJkoxyC,.,alkyl) and R' is selected from one of the 
following fourteen groups: 
25 1 ) C,.,alkyl, C ..jhydroxyalkyl, C,.,fluoroalkyl, C,.5aminoalkyl; 

2) C,,alkylX-'COR" (wherein X' represents -O- or NR" (in which R'^ represents hydrogen. 
C,,alkyl or C,., alkoxyC^alkyl) and R'' represents Cjalkyl. NR"R" or OR" (wherein R". 
R"and R" which may be the same or different are each hydrogen. C,,alkyl or C,,alkoxyC, 
jalkyi), with the proviso that when X- is -0-, R" is not OR"); 
30 3) Ci.salkylX^R" (wherein X' represents -0-. -S-. -SO-. -SO,-. -0C0-. -NR"CO-. - 
CONR'"-. -SO,NR-'-. -NR"SO,- or -NR-'- (wherein R". R» R^'. r-'-' ^nd R^' each 
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independently represents hydrogen. C,.3alkyi or C,.,alkoxyC,.3aikyl) and R'« represents 
hydrogen. C,.3aJkyK cyclopentyL cyclohexyl or a 5 or 6 membered saturated heterocyclic 
group with one or two heteroatoms, selected independently from O. S and N. which C,. 
.alky! group may bear one or two substiluents selected from oxo, hydroxy, halogeno and 
5 C.^alkoxy and which cyclic group may bear one or two substiluents selected from oxo. 
hydroxy, halogeno. C,^alkyL C.^hydroxyaikyl and C.^alkoxy); 

4) C.,alkylX^C,,alkylX^R» (wherem and X^ which may be the same or different are 
each -O-. .S-. -SO-, -SO,-, -NR^'CO-, -CONR^^. -SOm'^ -NR«SO,- or -NR- (wherein 
R", R^ R'\ R" and R^' each independemly represents hydrogen, C.^jalkyl or Ci.^alkoxyC,. 

1 0 ,alkyl) and R^^ represents hydrogen or Cj.jalkyl); 

5) C,.5alkyIR^ (wherein R^ is a 5 or 6 membered saturated heterocyclic group with one or 
two heteroatoms. selected independently from O, S and N. which heterocyclic group may 
bear one or two substituents selected from oxo, hydroxy, halogeno. Chalky 1. C,. 
jhydroxyalkyl and C.^alkoxy); 

1 5 6) C,.5alkenyIR'° (wherein R^" is as defined herein); 

7) C^.salkynylR^" (wherein R^" is as defined herein); 

8) (CH2)„R'' (wherein n is an integer from 0 to 5 and R^' is a phenyl group, a pyridone 
group or a 5 or 6 membered aromatic heterocyclic group with 1 to 3 heteroatoms selected 
from O, N and S, which phenyl, pyridone or aromatic heterocyclic group may carry up to 5 

20 substituents selected from hydroxy, halogeno, C.^alkyl. C.^aikoxy, C.^hydroxyalkyl. C,. 
^hydroxyalkoxy, carboxy, cyano. CONR^R^^ and NR^COR^' (wherein R", R", R^^ and 
R^\ which may be the same or different, each represents hydrogen, C^alkyl or C,, 
jaJkoxyCj.jalkyl); 

9) Cj.jalkenylR^' (wherein R^* is as defined herein); 
25 1 0) C.jalkynylR^' (wherein R^' is as defined herein); 

1 1) C,.5alkylX*R^' (wherein X* represents -0-. -S-, -SO-. -SO,-, -NR^CO-, -CONR"-. - 
SO,NR^S -NR^'SO,. or -NR-. (wherein R^ R", R«, R^' and R- each independently 
represents hydrogen. C.^.^alkyl or C,.3alkoxyC,,3alkyl) and R^' is as defined herein); 

12) C.jalkenylX'R^' (wherein X' represents -0-, -S-, -SO-, -SO.-, -NR'"CO-, -CONR'--, - 
30 SO,NR^^, -NR"SO,- or -NR^^- (wherein R^'. R^^ R« and R^' each independently 

represents hydrogen. C, ,alkyl or C, ,aIkoxyC,.3alkyl) and R'' is as defined herein): 
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13) C;.ialkynylX'R'' (wherein X" represents -O-, -S-. -SO-. -SO,-. -NR'TO-. -CONR^'- 
SO,NR--. -NR-SO,- or -NR-- (wherein R-. R- and R- each independently 
represents hydrogen. C,.,alkyl or CujalkoxyC^.^aikyi) and R^' is as defined herein): 

14) C,.,aIkylX'C,,3alkyiR^' (wherein X' represents -0-, -S-, -SO-. -SO,-. -NR^'CO-. - 
5 CONR-^-, -SO.NR^^., -NR^^SO,- or -NR"- (wherein R^', R«. R-\ R^^ and R-^* each 

independently represents hydrogen. C,,alkyl or C,.3alkoxyC3.3alkyl) and R^' is as defined 
herein))]; 

and sails thereof, in the manufacture of a medicament for use in the production of an 
antiangiogenic and/or vascular permeability reducing effect in a warm-blooded animal such 
10 as a human being. 



2. A compound of the fomiula I as defmed in claim 1 with the proviso that where 
m is 1. RMs meta-hydroxy and with the further proviso that the compound of formula 1 is 
not 4-(2,6-dimethylphenoxy)-6.7-dimethoxycinnoiine; and salts thereof, for use as a 
1 5 medicament. 



3. A compound of the formula I as defmed in claim 1 with the proviso that where 
m is 1 . RMs meta-hydroxy and with the further proviso that the phenyl group bearing (RX 
is not 3.4-dimethylphenyI and that when the phenyl group bearing (R\ is 2.5- 
dichlorophenyl. 3,5-dichlorophenyl. 2.3-dichlorophenyl. 2.4-dichlorophenyl. 3.4- 
dichlorophenyl, 2.6.dichlorophenyK 2.6-dimethyIphenyl, 2-bromo-4-chlorophenyL 4- 
bromo-2-chlorophenyi. 2.bromo-4-methylphenyK 2-chloro-4-methyl phenyl. 2-ch]oro-4- 
hydroxyphenyl, 3-chloro-4-hydroxyphenyl, 3,5.dichIoro-4-hydroxyphenyl. 2.5.dichloro-4- 
hydroxyphenyl or 5-chloro-2-methylphenyl, Z is -NH-; and salts thereof. 

4. A cinnoline derivative as claimed in claim 3 wherein R- is hydrogen. 

5. A cinnoline derivative as claimed in claim 3 or claim 4 wherein Z is 

-NH-. 



3a 
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6. A cinnoline derivative as claimed in any one of claims 3 to 5 wherein R' is 
methoxy. 

7. A cinnoline derivative as claimed in any one of claims 3 to 6 wherein the 

5 phenyl group bearing (R')„ is 2-nuoro-5-hydroxy.4-methylphenyl. 4-chIoro-2-fluoro-5- 
hydroxyphenyl, 4-chloro-3-hydroxyphenyl. 4-bromo-3.hydroxyphenyl, 3-hydroxy-4. 
methylphenyl,or 4-bromo-2-fluoro-5-hydroxyphenyl group. 

8. A cinnoline derivative as claimed in any one of claims 3 to 7 wherein is 

1 0 hydroxy, halogeno. nitro, trifluoromethyl, C,,aJkyl. cyano, amino or a group R'-X' 

(wherein X' is as defmed in claim 1 and R' is selected from one of the following fourteen 
groups: 

1 ) CMalkyl, Cj^hydroxyalkyl, CMHuoroaikyl, C,^aminoalkyl; 

2) C.,alkylX^COR" (wherein X^ is as defined in claim I and R'^ represents C, ,alkyl 

15 NR"R%rOR"(whereinR",R-andR"whichmaybethesameordifreremareeachC.. 
^alkyl or C,.jalkoxyethyl) with the proviso that when X' is -O-, R" is not OR"); 

3) Cj^alkylX'R" (wherein X' is as defined in claim 1 and R" represents C.^alkyl, 
cyclopentyl, cyclohexyl, pyrrolidtayl and piperidinyl which group is linked to X' through a 
carbon atom and which C,,alkyl group may bear one or two substituents selected from 

20 0X0. hydroxy, halogeno and C,,alkoxy and which cyclopentyl, cyclohexyl. pynolidinyl or 
piperidinyl group may cany one substituent selected from oxo. hydroxy, halogeno. C,. 
jalkyi, C,.jhydroxyalkyl and C,.,alkoxy); 

4) Q.3alkyirc,.,alkylX'R" (wherein X' and X' are as defined in claim 1 and R» 
represents hydrogen or Cj.jalkyl); 

25 5) C^alkylR" (wherein R» is a group selected from pyrrolidinyl, piperazinyl, piperidinyl. 
l,3-dioxolan-2.yl, l,3-dioxan-2-yl, l,3-dithiolan-2-yl and 1.3-dithian-2-yl, which group is 
linked to C^alkyl through a carbon atom and which group may cany one or two 
substituents selected from oxo, hydroxy, halogeno. C,,alkyl, C,,hydroxyalkyl and C, 
.^koxy) or C.alkylR" (wherein R" is a group selected from morpholino, thiomoipholino, 

30 pynolidin-l-yl, piperazin-l-yl and piperidino which group may cany one or two 



wo 97/34876 PCT/G 897700650 

- 79- 

substituents seiecied from oxo. hydroxy, halogeno. C.^jalkyi. C,.,hydroxyaIkyi and C, 
^alkoxy); 

6) C.,^alkenyiR** (wherein R*' represents R*' or R*° as defined herein); 

7) C,^aikynyiR*' (wherein R*' represents R" or R«* as defined herein); 

5 8) (CH,)„R^' (wherein n is an integer from 1 to 3 and R^' is a pyridone group or a 5 or 6 
membered aromatic heterocyclic group with 1 to 2 heteroatoms seJected from O. N and S. 
of which one is N which pyridone or aromatic heterocychc group may be substituted with 
one substituent selected from halogeno. C.^^alkyl, C,.,aikoxy, C,., hydroxy alky i, C, 
,hydroxyalkoxy, carboxy, cyano, CONR"R" and NR^'COR^' (wherein R^-. R". R*^ and 
1 0 R", which may be the same or different, each represents hydrogen, C,,,alkyl or C, 
.aJkoxy ethyl)); 

9) l-R^'bui-2-en-4-yI (wherein R^' is as defined herein); 

10) l.R^'but-2-yn-4-yl (wherein R^' is as defined herein); 

11) C,.5aikylX*R^' (wherein X* is as defined in claim I and R^' is as defined herein): 
15 12) l-(R''X')but-2-en^.yl (wherein X^ is as defined in claim 1 and R^' is as defined 

herein); 

13) l.(R''X*)but-2-yn^yl (wherein X** is as defined in claim I and R" is as defined 
herein); 

14) C.,3alkylX'C,.,alkylR^' (wherein X' is as defined in claim 1 and R^' is as defined 
20 herein)). 



9. A cinnoline derivative as claimed in any one of claims 3 to 8 wherein R' is 
hydroxy, C^alkyl, amino, or a group R^-X' (wherein X' is as defined in claim 1 and R^ is 
methyl, ethyl, trifluoromethyi, 2,2,2-trifluoroethyl. 2.hydroxyethyl, 3-hydroxypropyL 2- 
methoxyethyl, 3-methoxypropyl, 2-(methylsulphinyl)ethyI. 2-(methylsuIphonyI)ethyI. 2- 
(N.N-dimethylsulphamoyl)ethyl, 2.(M-methylsulphamoyJ)ethyK 2-sulphamoylethyl, 2- 
QiN-dimethyIamino)ethyl, 3-(>LN.dimethyiamino)propyl, 2-morphoIinoethyl. 3- 
morpholinopropyl, 2-piperidinoethyl, 3-piperidinopropyL 2-(piperazin-l-yl)ethyI 3- 
(piperazin-l-yl)propyi, 2-(pyrrolidin- 1 .yl)ethyL 3-(pyrTOlidin-Uyi)propyL (1.3-dioxolan-2- 
yDmethyL 2-(l,3-dioxolan-2-yl)ethyL 2-(2.methoxyethyIamino)ethyl. 2-(2- 
hydroxyethylamino)ethyL 3-(2-methoxyethyIamino)propyL 3-(2- 
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hydroxyethylamino)propy L 2-methyhhiazol-4-ylmethyl. 2-acetan,idothiazol^yImethyI. I - 
methylimida2ol-2-ylmethyl, 2-(iniidazol-l-yl)ethyl. 2-(l,2.3-tria2ol-l-yl)ethyl. 2-(].2,3- 
triazol-2-yl)ethyl, 2-(l,2,4-rtazoI-I-yl)ethyl, 2-<1.2.4-tria2ol.4-yl)ethyl, 4-pyridylmethvl. 
2-(4-pyridyl)ethyl, 3-(4-pyridyl)propyl, 2-(4-pyridyloxy)ethyl. 2-(4-pyridylamino)cthvi. 2- 
5 (4-oxo-1.4.dihydro-l-pyridyl)ethyl or 2-thiomorpholi„oethyl, 3-thiomorpholi„opropyl, 2- 
(2-niethoxyethoxy)ethyl, 2-(4-methylpipera2in-l-yl)ethyl or 3-(4-inethylpipera2in-l- 
yl)propyl). 

10. A cinnoline derivative as claimed in any one of claims 3 to 9 wherein R' is 
1 0 methyl, ethyl, trifluoromethyl, 2,2.2-trifluoroethyl, 2-hydroxyethyl, 3-hydroxypropyl, 2- 
methoxyethyl. 3-methoxypropyl, 2-(methylsulphinyl)ethyl, 2-(methylsulphonyl)ethyI. 2- 
(iifcl-dimethylsulphamoyl)ethyl. 2-(N.methylsulphamoyl)ethyl, 2-sulphamoyleihyl! 2- 
(N,N-dimethylamino)ethyl. 3-(N,N-dimethylamino)propyl, 2-morpholinoethyl. 3- 
morpholinopropyl. 2-piperidinoethyl, 3-piperidinopropyl, 2-(piperaan-I-yl)ethyl. 3- 
15 (piperazin-l-yDpropyl. 2-<pym>lidi„-I-yl)ethyl, 3-{pyrTolidin-i:yl)propyl. 2-(l,3.dioxolan. 
2-yl)methyl, 3-(l,3-dioxolan.2-yl)ethyI, 2-(2-methoxyethylamino)ethyl. 2-(2- 
Hydn)xyethylamino)ethyI, 3-(2-methoxyethylamino)propyl, 3-(2- 
hydroxyethylamino)propyl. 2-methylthiazol-4-ylmethyl, l-methylimida2oI-2-yImethyl, 4- 
pyridylmethyl, 2-(4-pyridyi)ethyI or 3-(4-pyridyl)propyl. 

20 

II . A cinnoline derivative as claimed in any one of claims 3 to 7 wherein is a 
group R'-X' in which R' is as defined in claim I and X' represents -0-. -S-. -NR'CO- 
(wherein R* represents hydrogen or methyl) or NH. 



25 



12. A compound of the formula lb: 
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(lb) 

wherein R" is hydrogen. C. jalkoxy, or halogeno; is hydrogen; X" is -0-: R*" is C 
,alkyl. 2.(C,.3allcoxy)ethyl. benzyl, 4-pyridyl(C,.3aikyl), morpholino(C,.,alkyl), 

10 pyrTolidino(C,,alkyl), 2-methylihia2ol-4-yl(C,.,alkyl). l-methylimidazo!-2-yl(C,,alkyl) 
and 2.((C,3alkoxyXC,.,alkoxy))ethyl; is -NH- or -0-; mb is 2 or 3; and the phenyl group 
bearing (R^^ is selected from: 3-hydroxy-4-methylphenyl. 4-chloro-2-fluorophenyl. 4- 
bromo-2-fluorophenyl.4-chloro-2-fluoro-5-hydroxyphenyl.5-acetoxy-4-chloro-2- 
Ouorophenyl. 2-nuoro-5-hydroxy-4-methylphenyl and 4.bromo-2.nuoro-5-hydrbxyphenyl: 

15 and salts thereof. 

13, A cinnoline derivative as claimed in claim I selected from: 

4-(4-chloro-2-nuoro-5.hydroxyanilino)-6-methoxy-7-(2-methoxyethoxy)cinnoline. 
4-(4-bromo-2-nuoro-5-hydroxyaniIino)-6-methoxy-7-(2-methoxyethoxy)cinnoline. 
20 4-(2-fluoro-5-hydroxy-t-methylanilino)-6-methoxy-7-(2-methoxyethoxy)cinnoline. 
4-(2-nuoro.5-hydn>xy-4.methylanilino)-6-methoxy-7-{3-morpholinopropoxy)cinnoline. 
4-(2-fluoro.5-hydroxy-4-methyIanilino)-6-methoxy-7-[(2-methylthia2ol-4- 
yl)methoxy]cinnoline, 

4-(2.fluoro-5-hydroxy^.methyIanilino)-6-methoxy-7.(3.pyrrolidinopropoxy)cinnoIm 
25 and salts thereof. 



M. A cinnoline derivative as claimed in any one of the claims 3 to 1 3 in the form 
of a pharmaceutically acceptable salt. 

30 1 5. A process for the preparation of a cinnoline derivative of formula I or salt 

thereof (as defined in claim 3) which comprises: 
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(a) the reaction of a compound of the formula III: 




(III) 

10 

(wherein R', and R^ are as defined in claim 1 and L' is a dispiaceable moiety), with i 
compound of the formula IV: 



15 

ZH 



(IV) 

(wherein Z is as defined in claim 1 and R^ and m are as defined in claim 3) whereby to 
20 obtain compounds of the formula I and salts thereof; 

(b) for the preparation of compounds of formula I and salts thereof in which the group 



of formula Ha: 



25 ^^(R^). 



(Ha) 

(wherein R^ and m are as defined in claim 3) represents a phenyl group carrying one or more 
hydroxy groups, the deprotection of a compound of formula V: 
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5 




wherein R', R^ and Z are as defined in claim U and m are as defined in claim 3, P 
represents a phenolic hydroxy protecting group and p' is an integer from 1 to 5 equal to the 
number of protected hydroxy groups and such that m-p' is equal to the number of R^ 
substituents which are not protected hydroxy; 

(c) for the preparation of those compounds of formula I and salts thereof wherein the 
substituent R^ represents R'-X' in which R^ is as defined in claim I and X' is -O-, -S- or - 
NR'^. (wherein R'^ is as defined in claim 1 X the reaction of a compound of the formula VI: 



20 




(VI) 

wherein X' is as defmed herein. R', R^ and Z are as defined in claim I and R^ and m are as 
defined in claim 3 with a compound of formula VII: 

25 

R*.L' (VII) 
wherein R* is as defined in claim I and L' is as defined herein; 

(d) for the preparation of those compounds of the formula I and salts thereof wherein 
the substituent R^ represents R^X' the reaction of a compound of the formula VIII: 
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(VIII) 

with a compound of the formula IX: 

10 R'-X'-H (IX) 

(wherein R', R^ R^ 2 and X' are all as defined in claim 1 , and m are as defined in claim 
3 and L' is as defined herein; 

(e) for the preparation of those compounds of the formula I and salts thereof wherein 
R' represents R'-X' in which X' is as defined in claim 1 and R* is C,.5alkylR", (wherein R" 
1 5 is selected from one of the following four groups: 

1) X'*^C,.3alkyl (wherein X'" represents -O-, -S-, -SO^-, NR"CO, NR^SO, or NR'' (wherein 
R", R" and R" each independently represents hydrogen, C,.3alkyl or Ci.jalkoxyCj.^alkyl)); 

2) NR"R*' (wherein R" and R" which may be the same or different are each hydrogen, C,. 
jalkyl or Cj.jalkoxyCj^^alkyl); 

20 3) X"C,.,alkylX^R2^ (wherein X" is -O-, -S-, -SO,-, NR'^CO. NR^'SO, or NR'^ (wherein 
R™. R" and R" each independently represents hydrogen, Cj.jalkyl or Ci ^alkoxyCjjalkyl) 
and X' and R^^ are as defined in claim 1 ); and 

4) an aromatic heterocyclic group selected from pyrrolyL imidazolyl, pyrazolyl and 
triazolyl (which aromatic heterocyclic group is linked to the Cj.jalkyl moiety via a nitrogen 

25 atom of the heterocyclic ring and which aromatic heterocyclic group may carry up to 4 
substituents selected fi-om halogeno, C^alkyl, C,^aikoxy, C,^hydroxyaIkyL C,. 
^hydroxyalkoxy, carboxy, cyano, C0NR"R" and NR"COR'* (wherein R", R'\ R" and 
R'*, which may be the same or different, each represents hydrogen or C,^alkyl)), or a 5 or 6 
membered saturated heterocyclic group with one or two heteroatoms, of which one is 

30 niu-ogen and the other one may be selected independently from O. S and N, (which 

heterocyclic group is linked to the C,.jalkyl moiety via a nitrogen atom of the heterocyclic 
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group and which heterocyclic group may bear one or two substituenis selected from 
halogeno, CMalkyl. C.^hydroxyalkyl and C.^alkoxy)), by reacting a compound of the 
formula X: 




l'-r"-x' 



(X) 

(wherein X'. R', and Z are as defined in claim I . R' and n, are as defined in claim 3. L' 
is as defined herein and R" is C,.,allcyl) with a compound of the formula XI: 

'0 R"-H (XI) 

(wherein R" is as defined herein); 

and when a salt of a cinnoline derivative of formula I is required, reaction of the compound 
obtained with an acid or base whereby to obtain die desired salt. 

15 16. A pharmaceutical composition which comprises as active ingredient a 

cinnoline derivative of formula I or a phannaceutieally acceptable salt thereof as claimed in 
any one of claims 3 to 14 in association with a pharmaceutically acceptable excipient or 
carrier. 



20 1 7. A method for producing an antiangiogenic and/or vascular permeability 

reducing effect in a warm-blooded animal in need of such treatment which comprises 
administering to said animal an effective amount of a compound of formula I or a 
pharmaceutically acceptable salt thereof as claimed in claim I. 
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